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(57) Abstract 

Compounds represented by general formula (1) or hydrates thereof; which have a COX-2 inhibitory effect and are useful as drugs such 
as an antiinflammatory agent, wherein R 1 represents linear or branched C l7 alkyl, etc; R* represents methanesulfonyl, etc.; and R 5 
represents optionally substituted phenyl, etc. 
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^■CICNSA I D^JS^$ti^<»:«^«:iiJf^ffl^lgie$n5. fctit^ 
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*t£1*l#»l£tlTO<5 3 (1), 29-36, 199 5. Bio 
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2, 1 9 9 5H) . U^U. -t<0f^ffllit^n<)lt£'C*'5tWT{i^:<, 
«ft/t C O X - 2 ffigflUfl btlTU*. 

•Tfc*>^ *3£W(i. -HSiC ( 1 ) 



Tfr*-ji>mfttj<Btx& 2-7 ©eat) u < itft&mvtoTJi 

*-)V&T&%T)\,*-)\,-h )[,■#- - (CH 2 ) m -R 4 £ 

mt>t, 

«Sft«W7;U+^STllJft$nTOT't)«fct^*a 3 ~ 6 <D><7 P 7-M=- 
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R 2 li- S O , - R s &mt>T. CCTR $ «JK*» 1 ~ 3 (DBS** U < 
mm*3~6 0>*>*Q 7)1>*JI&. W l/T t *T *> <fc I ^SgiC 

-«SC (1) T^$ft£{t^8K0j£i8fCfcO-C R'(Cfc(t5KJR»l -70Djl 
X^US. n-^Pt;US. n-^Jl/*. n-^>5^/Ug. n-^\+->;U«^ 

R'lcfcjt^TU-^sii. m«»^6~i 2o, mm*. ^sga, ns^asto 
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JUSTUS 7^^;U*;U7H^S<!:li, 9i|K<D&JfcSfc 2 ~ 7 <0E8|<> U < Itft 
tf, 7*l)P'OI/S. >**UP-<;US. ^Phy^H, 2. 

^<D7J^<r-J^X^7J^-J^JU^-J^tfi»t.Ul\ 

R ' (cfctt* 7;p*-JUS&##&£8 2-7 ©sai t U < [tft&mk<D7 )\,*- 
;UST**7JU^^.;U*^7K-;U«<!:li, 2 ~ 7 (DSm-b U < litt 

tt«(«<D7;p+~;u»^w-r^^'<T^>7^*-;i/^^7K^;u«*^u. ft*. 
It. -Jn\i*u<< )\^ts.EUm\i^ti. 7)V*-)VBfttfiBin&2~4<omft'b 
U < [t^m^07)V^-)lW^h^7)^-)V^)Vi^-)Vmifim * UV, 

Tt>«fcl^*iJ(3~6(D*>^P7;WUS<bLTtt, *>^PyPtf;U 
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R'fCfcl**- (CH,) m -R 4 Tat)$n*S<»:LT«. WiLtf. ->*P:/P 

t^g. *f^>*p:/pt^u«. xf^i^p^pt:^ ^nroe^ 
f^ug, v^pypejux^ji/S. 2->^Uv^p^ptf;u>^;i^i. 2-> 

•>^pyae;nf^s, y^p^n, v^p^vm^us. ->^p^> 

R'tuxii, 7k*is^ x^u«. n-^ptr;^ o-^f-ju 

^^p^ptr^^s^i^x-yus^ff^Lo. 
R 2 icfci*£-so 2 -R 5 -c^b2*x5S(i, >*>*,M^i;pg> x*>;*ju 
tI^-^S. n-yp/t>x;i/^;PS, i -ypAX*;u*xju«£^u 
>^;i/7tx -;us, x* >x;p*xji,s. n - :/p/t>*;i>* -jumtfifts. u < , 

^JfcSK 3-6 Oyf P 7JU*;i4k £fc(;mifcS£WUT^Tfc«J;l,>liiJa^7- 
P3l«tf>fllfc£<tUTIi, fll;Ltf» /\py>M^. /\P^>Jg[?-C«&i**lTO 

8. £fctt-S (O) n -R e (CCT. nli0-2O»St^U R'liS&eSM 

~3(^ii^tii^ttaitt©7;wu«^-r. ) . 7$/s. = hp«fc<h*# 
m-ft>ti. ivikWL*. f&SkWJj-. 9kmm.i-. BV&dH?. x^;i/ 
n-^ptM. i-yptf;u«. t-y^jm. hu^^p^^us, 

*h*->S. ih+i/i, **>X)l*-)\,& x*>*;Mv~ 
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lvtfc<fc07x:=:;US#ffa:L<, 4-7MP7i_yH. 4- 

^PP7x-JH, 4-7P ; E7i--/H, 4-3-K7x-;PS, 2, 3-v 
7^P7x-;US. 2, 4-y^P07i-;H, 2, 6-v£PP7x-;U 

3, 4-7^PP7i-;P8, 3, 5-^PD7i-^i. 3, 
Pt7i-;H, 5-7Pt-2-^PP7i-;Pi, 2, 3, 5-h'J^PP 
7x— 2, 4, 6- MJ*Pn7x-;i4k 2-*PP-4, 5-iS7)\, 
*P7i-M, 4->f^7l-^H. 4-I^7x-;H. 4-n-^P 
tT;P7x-;US. 4— f V7p^7iz^ 2, 4, 6 - HJ>3MU?x- 

^7x-M> 4-75^7i-;i/S. 4-zhD7i-;H. 4-* h + 

RNcfc(t3K*#3~6<0v£P7;M^«<!:«. yfP7atJH. ->*P 

& ***)/V)Um* b*J7 % JVMt* ttWJVJHL xi-;U*fc£#£ 
tf&tu PJ-SfcliRfcoT. KM?. KM?* GfEM^^xPSi? 1 

R J <DK&S£WUT^5i|Ul3£^xPfc£<t l/T(i» 5 -7nt- 2-7'J^ 
5-^PP-2-xX-;U«^»^Ul>. 
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2, 4-v^PP7x-7US. 2, 6-^*PP7xXA,g, 3, 4-i>$ 
PP7i- JUS. 3. 5-^nP7iz;H. 3, s-vyp^E^x— ;us, 
5 -ynt- 2 -^Pn7iZJH. 2. 3, 5- h'J^PP^x^JUS. 2, 
4, 6-K'J^PP7i^H, 2-^PP-4, 5-y'7;WP7i-;H, 
4 -*?MU7x— JUS, 4-X^P7x— 4-n-yPt;U7x-;US, 

4-^vype^7i^s, 2, 4, 6-hu^^7x-;us, 4-mj? 
;^q>^7i-^s. 4->h+y7i-;P8. 4->5 i ;P5 1 ^7x^;u 

4-75/7x-;US. 4 -- hP7x— 4 -> 3-7^ 
P7i_m S^P-M^Mk 5-yP : E-2-7'>l;i/S, 5-^PP-2 

-«it ( 1 ) 



3t*K R\ R 2 fc<fctfR 3 (*, OTIE<i:l^i;«i*^t>r, 
T^^n-Sfb^iLTlis 2 1 - (4-7A*P^>»y-fJW -5 

-*#>x)itiz— A-f>H— ;k i- (4 -^M-p^oy-ou) -5->*> 
x;p/|vXju-2-n-yptr;U'f>K-;k 1 - (4-7nfc>»./-fjw -5 

->^> WOl'- 2 - n -yp W > K-ik 1- (4 

;u) -5->^>x^x;u-2-n-yptf^>K-;k 5-**>tuu* 

>7ui/7tvx>i,- 2 -yp tr;u- 1 - (4 - mj 7;u*p>^^>y-r;i/) «< > 
K-Jk 1- (4-^pp^>y-r;w -5-**>*;mxx;i,-2->5 l ;h' 
> K-Jk 5 ->^>^;u?tv-;p- 1 - (4--kp^>^jw - 2- n-y 
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-n-^PtfMVK-^ 1 - (2. 4-v^PP^>y'f;i/) - 5->^> 
^;i/7tv->U-2-n-^Pt:^'<>H-Jk 1- (5-yQ^:-2-yD-fJl) 
- 5 - > * >x;U^-JU- 2-n-^P tfJM' > K -Jk 5 - > * >XJ\,7fc~J\, 
-1- (4-* h+->^> % y-f;W -2-n-^PeM>H-;k 1- (6- 

^pp-nf 1 / >ok) - 5 -**>x;u*-;u- 2 - n - ;/p e;kf> K-;k 

1- (4-lfM>!/-f*) -5-**>7>fr*=J\'-2-n-'7B\£JU<<> 

1 - (5-yp ; E-2-^pp^>y'r^) -5-j**>*;U*^U- 

2- n-yntfM>K-;k 5-**>XJ\,*-)l'- 1 - (4->^U5=-*^ 

-2-n-yntM>Mk 1- (2. 4, 6-MJ*PP^> 
- 5 - > ^ >xMv-^- 2 - n - tT^K > H -;k 1 -^>V-f 
;u _ 5 _>^>^U7tv-;u-2-n-yPtf;U'1'>H-ik 1- (4— fV:/n 

tr^u^c > ;u) - 5 2-n-^ptM>H -;k i - 
$/^p^\+->;u*;utK— ji>- 5 ->*>;*JM*— 2 - n -yp tr;i"f > K— 
jk 1- (5-^np-2-f/^W - 5 ->*>;*ju*— ;u- 2-n-yp 

tr;U^>K-^k 1- (4-n-yPtM>y'f^) - 5 - > * X*;k*— 
_ 2-n-yPtf;K>K--/k 1-(3, 5-y^PP'<>V'f^) -5-> 
^>^Jk7^-JU-2-n-yPtr;k-<>K-Jk l-(2. 3-y7JktP^> 
-5-**>>UMc— >K-Jk 1-(3, 4 

- p p i > M -s-*f yxfrfc-fr- 2 - n - zfn eju-r >H- 

;k 1- (2-^PP-4. 5->'7MP^>^JW -5-;**>*;k*ir 
;i/-2-n-7Pt!JK>HHk 1- (3. S-tJZfttl^JJM -5- 

>^>x;i/^-;u-2-n-ypt:;k-r>H-;k i-(2, 3, 5-hj*p 
p/^y-fjw -5->*>;uk*— ;u-2-n-yphr;n , >H-;k 1- 

(2, 4, 6- h«J>^^> % y-fJW -5-/^>^U^-;U- 2-n-^P 
1- (2, 6-yfPP^>W) - 5 
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-2-n-yotr;u-<>K-;k i- (4-> M^-a-^Asrn'OV-f 
jio -5->^>^;P7»v-;u-2-n-yntf;i/>r>K-;k 1 - 
^viAoio - 5->*>x;k*_;H'>K-;k 2-n-y^;u- 1 - (4 - 
-5-**>>uMs— ^M'>K-,/k i- (4 -^pp/\> 

V^JU) -5-;**>3JMx-;i,- 2-n-^>3^k-f >n-;k 1- (4->> 

(4-^nn^>^;i/) - 2 - •> ^ p 5^- 5 - ;* * - 
-OK-Jk 2-7u;p-i- (4-^pp^>y>r;u) - 5 ->^>x;u*- 

-yptr;u-f >K-;k 1- (4-^pp^>>;^) -5-n-^a/t>^ 

7N-;P-2-n-yptf^'f>H-;k 1- U-^JM-P^y-OlO -5- 
>^>^JU^-^-2- (->^P^\*-b>- 1 -<()V) -* c>K-;k 1- (4 

-^pp^>y-ou) -5->^>^;u/tv-;u-2-7x-;k-r>H-;k 1 - 
(4-^ap^>^w - 5 - > ^ >xjU7tz—ju- 2-<<v7n i-jm > h 
-ji/^^u<, 1- u-^m-p^vvMJW -5->*>;ui,7|n-jp-2 
-n-ype;K>K-;k 1- (4-7p^^>y-r < /i/) -5->*>;uMn 

-;U-2-n -yPhfJM' >K-Jk 1- (4-£PP'<>vM'JU) -5->* 

>x;p*-;u- 2 - n -zfu y K-;k&<<* e>ic$T£Uo. 
-Aftst ( 1 ) 



T^$n*<b^»ni. -*ss£ (2) 




(1) 
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H 



R'COOH (3) 

£A, $e>lc»*U<l*7k3!l'fb±hy^A, #£KliMJx 
3MU75X $M V^Ptf;UX^ZS>. tTUvX 2. 6-v>^U-4- 

;M*;UA7£K (DM F) . v*5\^7l:h7S fh7tK077> (TH 

(i, -1 0~1 0 O'COlBJjMTfiU^ ^lC»^LO(0li0~3 0t"C*5. 

<(i. **Ht:>- HJ£ A£fflO£. xh^tFP75>, x-x 

fy*M^>X*>. y^f^A7$H, v>3^7-fe h7 

0-1 OOtrcfr?^ #£U<te0~3 O'CTMrP. 

ffjK-ns&s (2) T^sn*<b^ii, ^n^n. iUTic^ofcHi&fr&icu 
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Br YT\ NaH.PhSOgO^ Bf Vy^ LDA.TMSC I Brv jQfV TMS 
k/^N DMF ^sX^N THF ? 



AICfe.R 7 COCI Bf YYV< R7 "fcNHrBHa ^YY^ /R 



CH2CI2 ' ^ 7 ° AICb.CH2CI 2 I 

O^Ph 0 ^Ph 



4 



n-BuLi.RSSSR 5 T" I >^ mCPBA 




THF 1 CHCt 3 



KOH 



R ^S^r^/ R? NaH ^ 




MeOH H R 3 COCI,DMF 

8 

9 

ftp. UTte* b MJ OA. 

7k*<k*y>A. «thUfA. *»t*y$A. $eic»*Kii7)c^b 

usns. k^ssi*. -10-1 oot;<DiBj##*u<. ftic. 
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m&m. #*KBywA^ vyntr;uTS k (lda) . 'j^a'vh*- 

;u*n^>r K (tmsc i ) ^aSTMr?. 
<b^i 3 ^e»^t^te4 ^(DS^tt. 7ju*;usptt#&£» 1 ~ 6 ommttit 

i:^«liS«^«fc, ;U-f *K£jbn;^ IKft#l/fcSMc<b£«!l3<Dv*PP 
*2&x— rJHItt* B!Sfl:7>«X HJS<b&. e3£<b»L =J£fb# 

<b^j4^e><b^t»5^s(DSJt5ii. t - ^;U7 5 >ti^<h^{t:T;P5 

x^A(Ov^PP/^>J9:t'<7)iS)K. t)U<li7k3!5<b^^«±KU^A<!: h'J7 
JM" PfflB© P P > * >^:£<D5S«IC. <b£«J 4(0^PP/^ >UE<om 

2 0-3 0tT*5. 

;U«J^A. $e»fC»*L<(in-^;P«J5 L «>A«:. -1 0 0 5 O^C, «F 

tKii-80 — 7 ot:icT»TU-c Sr<«#L£SHc» y7W^x^^ 
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<t£Vl6fr < oit£1fo7^<Dfcfci*> <b^J6©v*PP**X *PP/M, 
lC**^PPjfi£J&§K (mCPBA) £i»;U7?. t>U<li. itGflhG<DT)\, 

v> (ox one) (©tiffin) omm^na^x^ox^^c 

t KP7^>©«i145S««»:7k<h<DS^jSttlc. -fb^i 7 fc»«K> K (iSS 

£<D*8«£IIJ£££anxT*7?. C<D<t£(D&£iSg(;i:. 0-1 5 0fC, Bt. 
UKltS 0— 1 0 0*CT?75. 

t?t?. *<Dt2<D&mmm&m&&s »£u< mj-? a. &mt 

'JI^7S>, ->W^Ptr;PX^75>, t'JvX 2, 6-S»^7P- 
4-75/ tT'J v>^ffl^e>tl5. 7:/Px>r y^ffi1±;8«E<!:UTI;J:. v 

>^U^WA75Hs v/^^-t h75 K» x t ^P77>&^ffl^b 
n» #£U<liv> 5^*^75 K#fflObtl<5. -1 0- 

1 0 0 , C(D|ffl##£U<. ttldt?£UlW>(*. 0~3 0tT*5. 
fcfc, -*S5t (1) ICfcttSR'tf. 7;WU8Ptt#&Jfc» 1 ~ 7 <om®&t:U 

m& 2 ~ 7 <DSSl^fcli5i-ttifltt<D7^-^S-C**7;U^z:;i,^;u^-;u 

*fc(i7;^-;i/auw^*» 2-7 <De»£fci*^«tt<£7;u*ii;us 

IS. »£U<l*7k3fc<b*£«:rMJ£A. **rt:'J5 1 2A7;U:^£A£fflU« 
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a. *mtiiWJx, jmit+bWA. *»fc*y*A» <*e>ic#£u<ii7jc 
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75K. rh7t KP7^>fc£#fflOb*l. #£U<fc^*^;Mx^A75 K 

#fflObti<5<, &£ig£ii. -10-1 o oto^UM?* ftlC. 0-30 

->^1fX n-v^U'J^A, $t){C»$U<fi'J^'7Av'f'yype;U7 5 
K<D. fh7t KP7^>fc£<D;§j8lcAn;t. 1 ~ 7 OitSCfo U 

< (i5m«w*<D7;u*;u/\^ h : r 8 -a (a*. R 8 fc«fctf AttjttriE^Djg 

1 2 1 3 ^<D5Jfc£fcli<b£«l 1 1 *»&<t£*J 1 3 ^©gjfctt, 

<fc£#n 2 *fctt<b^5 1 1 ©fh7t KP77>fcKttx- rJUfc 

U<ttn-^-;HI«A€» - 1 0 0 5 0t, ff^U<|J-80 7 0t 

»<lKt$Ufc^lC, v7;i/4^JU v^;U7>f K : R 5 SSR 5 (R 5 (i. 

*;UA. xh^PP>*>fc£<DW#;m<Di8}fc. »£U< li*PP7M,AC[) 
&&lC***PPii&J&#K£ln]a.f75. t>U<(i. <b£&1 3<07^P-;k 

ib^i 1 4 ^ e><fb^8i 1 5 ^©stfii, 7;U3 -;k u < i* * ,/ - jk 
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<ligS£ti\ -£<&K£g£1$jlc*»rt:*-hy$A. TkBHbrtU^A. *8Hb'J 
5^Afc<t'0&^JB£S£iin*Ti79. C<&<t£<D££iSgtt, 0-15 0 



Br 




N 
H 

17 



KH.t-BuLi 



r5 S > - - R 5 s> 



F^SSR 5 , THF 




% NaH.PhSC^CI 



DMF 



N 
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N 
I 

19 

mCPBA 
CHCI 3 



Ph 



n-BuLi, HMPA 
R 10 -A, THF 



R 5 S 




mCPBA 



R 5 ^ 



N 
I 

O2S-. 



Ph 
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KOH 



MeOH 



H 



CHCI3 



NaH 



Ph 
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R 5 ^ 



R 3 COCI, DMF 



22 



R»\) 
23 



5fc«k R\ R 5 *3«fcrjA«fiiHe<!:PlD«i*€at?U. R ,0 I*K*»1~7© 
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<07)U<r-Jum. mm* 2 ~ 7 ©msefe u < ii^8M*<07;i/* jt 

It- (CH 2 ) m -R 4 £afcU R'^^JcjftlS^fcttKftftl-TOieffil 

t> u < i*ft&mK<DT)i*)i&. £«s* 2 - 7 <ommt> u < f*#ttsm<D7 

- (CH 2 ) m -R 4 ^at>L/» mfcJ;^R 4 rifliFgS<i:lRli;«i*€:fSt)-r. 

x3^Ux-^U££<Dx-x;U££&lc{b^3 1 7£>8«?$tL -^iSftflcaB 
»^u<(i7k*'fb*U^A. Tk^k^h'J^A, <*e>ic»£L<fi7jc*i 

{b*jU£ A -2 0-0^ #£L<(i-1 0~0 < CTtKt*#bfc& 

re wm^JS^s. #£u<iit -^tvj^a, s-t^hi^a, n- 

y«A€#SU<(i- 1 0 0 5 0*0, £€>IC#£L<l3-8 0 7 0*C 

iCfclvriSTUTt&lC, y7^y^7^HR'SSR 5 (it*. R s «. mil 

A. 7k3fe-fb*U^A, 7kK<b±hy>A. *B4b*jU9A. <*e»lc#£U<te7fc 
JHW5>. t'JxX 2, 6-5**^-4-75-/ tfU S»*ll»6ft 

^ffloe»n*. sjt&ag«, -1 o~i oo < c^»*l<, wc. 0^3 ow 

<b£#Jl 9#e>*b£1*l2 CMD&j£(** fh7th'P77X v>h+->x^ 
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$K (HMPA) . N, N, N, N-7^h7^^UX5 L U>v7$> (TMED 
A) L<l*^*t7^ 7^***7* MJ 7S K (HMPT) . #£U<(iHM 

pa^iipx.. $erc7;u*;usP5i-^iR»i ~7<Dieai't>u<«5Ttt«itto7^ 

iT?**7*+^/\7'f K» v^P7^*^S?tJ > ^K*»3~6 0>>^PT;U+ 
JUST* 3 *> * P 7 JM^U> 5^US feKlix^n 7 Jl"t ^X^JHTC th 
*JW\?<< £Jttt7;U^;Uffl##£*&2 ~ 7©iS8!(t> U< littfcfilttO 
7^-^/\7-< Kai'Ti&SAP^Vflstt : R "° - A R ' "fc^tfAte 

tt, <k^«5 2 o Sfcttflsd* i 9<Dv£pp**x *pp*jua. fh^an 
* * x&Stt&SJS aim tf*Uli^PQ Acosmic /^^op iftSfSS 

7tHP77 >0)iS^iS»OjS)K+ lc*+ V >OSSi7X«:ttlxT?To T t> «fc I 
<b^52 i fre>{t&m2 2'\<dr&&* 7JU=i-;k »*L<ii**/-;k 

t>L<l*B«i*\ -tOSJCfi^HCTkBftib^-hU^A, *»<b*U£A. 7kH 
<b»J7 c ^A^:t'<DlS«&ilJ£«Mx.TffPo £<D8*<0E£Sft(*. 0-15 0 
SF£U<li8 0~1 OOttfi^. 
^b^2 2#6<b£rtfc2 3 'MDSjfcliJgS^ST. 7^Px-r y^SttiSa* 
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~1 OOtOB^fftK. ftK:#£Ll\<Dli, 0~3 0tTfe-5. 




A\ R ,2 fc<fctfR ,3 IJ, ii#-tgic. - (ch 2 ) 
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R ,J #, TKftH^Tfe^fc^lfta 7, 28fc«fctf29, R'^^CXR' 3 
XTf — «ffC. - (CH 2 ) 4 -T&$fcd1ft2 7, 28^29. R"#7x-Jl, 
ST*-5{fc^«!l2 6*5<fctf3 Ofc^lSH* R ,c #. -ttl^tU <4VZfC< 

v^P^+"b>-1 -- OWk 7i-JU£Tfc*4k^3 3 2/3Ltit>mif 

•fk^l 2 4 a>£>l't£«5 2 5 ^(DE£(i> 4k£«B 2 4 £J£S*!U1L/S:&IC> J£<k 
^WPUH (n-Bu s SnCI) ^fflOS. CCTffll^P££li* Uf^A 
■7 A, **ft*U!>A«:^*^ #£L<li. 'J^Av^yyPtr;U75 

-100-1 OOttR^, #£U<(^ -7 8~0*CT(7?. 

<b-^1*J 2 5fr&fc£*2 6^<7;JSJC5I^ <k£&2 5lC/^v«7AHHt7U- 
iPA5-f HSfctt^nTU-JWA^-f H : R"-A (ft«K R ' 'fccfctfAliffi 

7h7*7h'J7i-Mv77-f >/^v£A. (h'J7i^^7-f 
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A7^A^PUF (Ph,P) ? PdCI 8 W5 0 E*&S8Ui. $?$ 

JfJKIl 7 0~9 0*CTf7?. 

4b£*!l2 4a>e>ft£<fo2 7^©J5jfctt, <b^8)2 4£J£S*&JIU£:&fC. TIE 
-*S5*: 

c=o 

R 13 Ch' 

*fc<b;bU^Afc<!:#&<5#. #£U<(*. Uff A^y^Pt^TS H«ffl 

£1fi$>Z>tfi, #£U<tt, f h7tHP77>^fflO«. £*SiSgli0~1 0 0 
2 7 2 8 ^OKJC«, it^Ufi 2 7 C £ IC<fc U ft 

ff£u<teh;ux>x;u*>K£fflo<5o afcigfiu*. ^>tfx h;ux 

0-2 0 0*CTfi«:*>tl*39f. »*Kttffl^*»«©»jS«l±TfT5. 

it. -tn-etu <b^2 8*fci*<b^2 6£Kfc*-sc<h£«fcyfr? 0 
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*u<i;L ot^cf??. *nu*)\,Jx, 9 J*un*9> % fh7^ 

pa^X TH7tKD77>. 7kfc<!:£fflO<5#. ffSlXte^pp/tuUA 
S/tli. ^bBi*l2 8£fcli<fc£fc|2 6(D7;m-;k ff£L.<li>* 
7 -JI/<!:t- h ^ t K P 75 ><DM&g&0)%fo* re** v >OSS*^AP/lT 

itSV) 2 9 ££(i{fc^J 3 0 frZitS® 3 1 ^©aStt. flS^fo 2 9 * 1izii.it 

*hyS>A. *BHt*y*A. *Bfcy7-9A. *BMb/*y£A. TkSHfcv^* 

-;k x*y-jk yp/^y-jk xh^t KP7^>€U<(icne>os^iS 

^B^]3 1 j&>e><fc£%3 2'M0J5J£li, fk-a^) 3 1 fcJSSMSUfc&lc. 

St (3) : 

R'COOH (3) 

•>y^75H» :*-MJSAe*MJ>?-^«>y;u75 h\ 7k*<w-hy7A. * 

£1/<I*. v^^MO^S KfcfflOS. EJfcSgl*. 0-1 0 OtDTfr? 
#£L<(iO~3 OTCTfr?. 
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mnxit. 3-1 5 Omg/kg, #gPTIi» 1-50mg/kgt*5. 

mttz^ttfi-zZs mm. tij-tjwu mm, m&m. mm. *v-am. & 
mm. ykmm. nm. : Am\^fntmm\^<Dm^itmw<ommti,xmm 

$bi:. z<Dt%£. ®m<tiztsi\T&i%mmznzmMftT&z>. mmm, 
mmm. hkr*. tstam. &?fm. &%.m. &mE.mm\*rzitmmtzti$:<£m 

cox- 2Ka«^ffl(cwt-*raK«em^Httff«i(c^. 
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m 3 
>o 

R 3 
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R 2 


R3 


2 9 


-n-Pr 
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Me 
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i- (^>-bf>*;U7fc-;u) -2-x5^i/-5->^u^a->r>K-^ 

1- i^>H>*)l*-)V) -5-7Pt-2-lfJK>K-<ll/ (8 1 Om 
g) Ofh7/W Fn77>mm (2 0m I) |C, -7 8t:(ZTn 

-y^JUO^A (1 . 65M, n-^V>mm. 1. 7 5ml) £iSTU 
fc. SJf&S^«5«:PlSS(CT1 5#H«l*UfcfcK:. x>^yX^7-f H (2 
7 2mg) £ina.. S6lC-7 8t;T2B*IH«#Ut:. -£CT, J5j£g^#j££ 

> (1 : 8) £fflUTStt#l (2 5 6mg) 

NMR (CDCI,) <5fe: 1 . 30 (3H, t, J=7. 4Hz), 2. 47 
(3H, s), 2. 99 (2H, q, J = 7. 4Hz), 6. 32 (1H, 
s) . 7. 19 (1H, dd, J=2. OHz, 8. 8Hz), 7. 28-7. 
56 (4H, m), 7. 71 (2H, d, J = 6. 8Hz) , 8. 09 (1H, 
d, J=8. 6Hz) 

i- (^>*?>x;Mn-;u) -2-x^ju-5-j>t^>x;u7tv-ju^>K-7b 

(6 6 0mg) <D*nn*Jl,Amm (3ml) fc. 0t;T7 

o%***nnig$BM (8 9. 5mg) Sip*.. EiSgfcTi B$ffl«#u 
fc. #J(C. Sfl>So1ft€:iaiPSW7klC*lt. ^PPTM/ATttiiJUS:. ^PP* 
;UA«£IS»ai&kTi5fe&U ft7jc«&K^*->-7AT£«L Big. SttUfc. 

cct. ^€>nfc»ia^vy*y;i/*7A^pvh^7^-ic#L. «aiis« 

tUT^PP^PA : (50:1) £/fKvcBtfj«&£#8U $€>IC 

7"fch>/n-'\*«f>'rt»6*|gflU g»MA(4 0. 8mg) 



27 



WO 97/30030 



PCT/JP97/00366 



NMR (CDC I ,) 5<g:1. 36 (3H, t, J = 7. 4Hz), 3. 0 0- 
3. 18 (2H, m) , 3. 0 8 (3 H, s), 6. 51 (1H, s), 7. 4 
0-7. 90 (6 H, m) , 8. 06 (1H. d. J = 1 . 1Hz), 8. 37 
(1 H, d. J =8. 9H z) 

^W2©ft^! (4 8. Omg) <0**;-)Vm%L (5m I ) IC. IN-* 

BHb*«j£A*;S}£ (6 50^1) na%mm^2mjsrTz>tt. ;*rc, js 

ffl»»->yrt^U*n-?h^7-r-lcttU ®BaiS«l5<!:LT^nP7|N;uA : ;* 

(2 0 : 1 ) £ffllvrBA*l1& (2 7. 7mg) 
NMR (CDCI 3 ) 6«S:1. 36 (3 H, t, J =7. 6Hz), 2. 82 
(2H, q, J=7. 6Hz) , 3. 07 (3H, s), 6. 36 (1H, 
s) , 7. 40 (1 H, d, J=8. 6Hz), 7. 78 (1H, dd, J = 
1. 9Hz, 8. 6Hz), 8. 14 (1 H, s), 8. 62 (1H, bs) 

nmmi 

#*«3©<t61& (2 0. Omg) ©x^fMMvH/ATS KiS» (2ml) 
IC. OtlCT6 O^TkJfrfb^MJ^A (5. 4mg) £JbQ*fc. K&B£&tZm 
£g|CT1 5#fflt*#U;t&lC, 4-7^P^/'fMPUh' (2 1. 4m 

g) zm?l> $e>{cSia-c2i^iyitt»Lfc„ tct. sjfes^5^ia«^7> 

^^y-;U (100:1) £fflOTBW8l£#ttU £t>fC7-feh>/n-'\* 
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tr>a>e>si£iiu aw^o^s (i 8. img) 

NMR (CDC I 3 ) 1 . 29 (3H, t, J = 7. 3Hz) , 2. 85 

(2H, q, J=7. 3Hz), 3. 06 (3H, s), 6. 62 (1H, 

s), 7. 07 (1H, d, J=8. 9Hz), 7. 3 (2 H, m) , 7. 8 
(2 H. m) . 8. 1 4 (1 H, s) 

i- (^>-bf>;*;i/7fc— jv) - 5 -yp^E- 2 -yp bra-— ;u>r > k-ju 

&7k:/Pt:*>K (9 5 7mg) ££^7^-9 A (1 . 9 6 g) <D^<b> 
^U->SSiS (6m I ) ££iST1 5ttSHStfliU/t:. &fc. 1 - (^>if>XA 
*-;U) -5-yn : E-2- b*J*9'fr$'\)JU4>P-fr (1. Og) ©i£*b;* 
^U>iS}K (6ml) £iflx.. £e>fCl^£gfcT1 B*H!iit#Lfc. 
£tt£**«Hc*tt\ 7k«<b:TMJ£ATJ££14<tL/i:&(c. ^b^^U>TJ* 

i£<b>5^>»£7k£t&*n&£7kTjra&ft^&. »*«W7$r*->£A 

tcftU UTtt&x^U : n-^+1f> (1:4) tfflltTBIW 

(7 8 0mg) 

NMR (CDC I ,) «tt : 1 . 25 (3H, t, J=7. 3Hz), 2. 98 
(2H, q, J=7. 3Hz) , 6. 93 (1H, s), 7. 31-7. 66 
(4H, m), 7. 68 (1H, d, J = 1. 9Hz). 7. 86-8. 08 
(3H, m) 

t-7f^7S>-JK7> (2. 2 2g) t^tTJVS.-OA (3. 4 0g) 

(DteittTisymmm. (nomi) t&mmAote&to do. o e ) of&it 
*Ti/>mm d30mi) ztiuzfi:. sits^i* i mmmwt* 
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Tl£^b>^U>: n-'VMf*' (2:3) £ffllvTBA*l1& (6. 67g) ^ 
fc. 

NMR (CDC I 3 ) <5fif:1. 02 (3H, t. J = 7. 3 H z) , 1. 7 7- 
1. 91 (2H, m), 2. 94 (2H, t, J=7. 3Hz), 6. 33 (1 

H, s) , 7. 2 9-7. 4 3 (4H, m) , 7. 5 (2H, m) , 7. 70 
(1H, d, J=7. 8Hz) , 8. 04 (1H, d, J=8. 9Hz) 

1- xfrfc-fr) -5-^5 L ;u^-2-n-ype;^>K-^ 

#^5<D<b^5 (1. 30g) . y>f;i/y^7< K (2 9 5mg) <»: n 
-yf^HI^A (1 . 65M. n-^+iJ-^im 3. 13ml)£fflUT, 
^1 <f:^I«^:^-CaW«0 (5 9 7mg) 

NMR (CDCI,) Sffi: 1. 01 (3H, t, J = 7. 3Hz), 1. 65- 

I. 87 (2H, m), 2. 49 (3H, s), 2. 94 (2H, t, J = 7. 
3Hz), 6. 32 (1H, s), 7. 2 0 (1 H, dd, J = 1. 6Hz, 
8. 9Hz), 7. 31 (1H, s), 7. 35-7. 57 (3H. m), 7. 
71 (2H, d, J =7. 6Hz), 8. 08 (1H, d, J =8. 9Hz) 

6 (DflS^J (5 2 8mg) . 7 0 %>*^PPig£JS#BI (7 5 4m 
g) £ffll*T. ##m<fcl^&fc:fr&TBW«!l (3 9 2mg) £?Sfc. 
NMR (CDCI,) ffffi: 1. 04 (3H, t. J = 7. 3Hz), 1. 7 1- 
1. 87 (2H. m), 2. 99 (2H, t, J = 7. 3Hz), 3. 01 (3 
H, s), 6. 51 (1H, s), 7. 20-7. 6 3 (3H, m) , 7. 75 
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(2H, d, J=7. 8Hz) , 7. 81 (1H, d d , J = 1. 6, 8. 8H 
z) , 8. 05 (1H, d, J = 1. 6Hz) , 8. 35 (1H, d, J=8. 
8 H z) 

5 -> * >>Ul/7tv— )V- 2-n-zfU \L)\,<< > Y—)\, 

&%m7<Dit£® (2 7. 0mg)<t1N *»<t:fr »J *A*jS>R ( 3 7 8 * 
I) ^ffl^T. ##fl3<hE$fctf&-CaW«!l (1 6. Omg) 
NMR (CDC I ,) 6m.: 0. 96 (3H, t, J=7. 4Hz), 1. 6 0- 
1. 80 (2H, m), 2. 69 (2H, t, J = 7. 3Hz). 3. 00 (3 

H, s), 6. 30 (1H. s) , 7. 33 (1H, d, J=8. 4Hz) , 
7. 56 (1H, dd, J = 1. 8Hz, 8. 4Hz). 8. 07 (1H. 
s) , 8. 4 1 (1 H, b s) 

Hfi§0|2 

i- (4-7;k*p^>*.AOU) - 5 - > ^ >^;utK~ ;u- 2-n-zfn¥)l 

&m9\Z<0\t&to (1 4. Omg) . 4-7MP / O 4 y-<^0U K (1 
4. Omg) <t6 0%7k3R<b^h'J^A (3. 5mg) ^UT. 1 tm 

mttH&TBtfi® (19. 2mg) Srfcfc. 

NMR (CDC I,) 5ffi:0. 95 (3H, t, J = 7. 3Hz). 1. 57- 

I. 76 (2 H. m) , 2. 82 (2H, t, J=7. 6Hz), 3. 06 (3 
H, s), 6. 61 (1H, s). 7. 05 (1H, d, J =8. 6Hz), 

7. 14-7. 32 (2 H, m) . 7. 58 (1H, dd, J = 1. 6Hz, 

8. 6Hz), 8. 14 (1H, d, J-1. 6Hz) 

mum 3 



31 



WO 97/30030 



PCT/JP97/00366 



&mms<D<t&to (9 0. omg) % 4-^pt^>y-<yi/^pij k (125 

mg) £ 6 OXfrmti-hVVA (2 2. 8mg) ^fflUT. Hffifll 1 <f: PltBfc 
*&TSW«!I (1 1 Omg) 

NMR (CDC I 3 ) 6m. 0. 95 (3H. t. J = 7. 4Hz) , 1. 55- 
1. 75 (2 H, m) , 2. 81 (2H, t, J = 7. 6Hz), 3. 05 (3 

H, s), 6. 60 (1H, s), 7. 05 (1H, d, J = 8. 9Hz), 
7. 48-7. 7 8 (5H, m) , 8. 13 (1 H, s) 

mmm* 

i- (4-^pp^>iAr;i/) -5->^>^;u^-;u-2-n-^aKj^ 

#^80^b^1*l (9 0. Omg) % 4-^PP^>y-t'^piJ K (99. 
6mg) <t6 O^TkJU^hU^A (2 2. 8mg) SrfflUT, 5t«HH 1 £ 
«^TIW«J (1 1 5mg) 

NMR (CDC I 3 ) <5ffi:0. 95 (3H, t, J=7. 4Hz). 1. 55- 

I. 78 (2 H, m) , 2. 81 (2H, t, J=7. 6Hz), 3. 06 (3 
H, s), 6. 60 (1H, s), 7. 05 (1H. d, J=8. 6Hz), 

7. 51 (2H, d, J=8. 6Hz), 7. 58 (1H, dd, J=1. 8H 
z, 1. 7Hz), 7. 68 (2H, d, J=8. 6Hz), 8. 13 (1H, 
d, J = 1 . 7 Hz) 

^JteW 5 

&nWZ<nit£fa (9 0. Omg) , 4->fM>y-f^Q'JK (8 8. 
Omg) £6 0 MJ 2 A (2 2. 8mg) $fflUT, ££0M 

fc^3rCBA<J«5 (1 2 6mg) £fc/t. 

NMR (CDCI,) dm : 0. 91 (3H, t, J = 7. 4Hz), 1. 5 6- 
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1. 78 (2H, m), 2. 48 (2H, t, J =7. 6 H z) , 2. 83 (3 

H. s), 3. 05 (3H, s) . 6. 59 (1H, s), 7. 04 (1H, 

d, J=8. 8Hz), 7. 32 (2H, d . J=8. 4Hz). 7. 55 (1 

H, dd, J = 1. 7Hz. 8. 8Hz). 7. 62 (1H, d, J = 8. 4H 

z) , 8. 12 (1 H, d, J = 1 . 7 H z) 
^ffiW 6 

S-**>*)l7k— fr-2-r\-7n\Z)\,- 1 - (4 - h 'J Z2k3tP*±Zkg 

&nm&<Oit£to (9 0. Omg) , 4 - h 'J 7^*P / f MV'/'f □ 
'J H (1 1 9mg) £6 0%7kJ!Ht:t-MJ£A (2 2. 8mg) £fflUT. 

NMR (CDC I 3 ) 6m.O. 95 (3H, t, J=7. 4), 1. 56-1. 
80 (2H, m), 2. 79 (2H, t, J =7. 6Hz), 3. 06 (3H, 
s), 6. 63 (1H, s), 7. 03 (1H, d, J=8. 6Hz). 7. 5 
9 (1H, dd, J = 1. 7Hz, 8. 6Hz), 7. 7 3-7. 9 6 (4H. 
m) , 8. 14 ( 1 H, d , J = 1 . 7 H z) 

5 - )V- 2 ->5 1 ;ih' > k-ju 

1- (1>1t>7.foik—)l) -5-**>*)\>-fr—)i>-2-*? L )V<<>\ t —)\, 
(2 5 Omg), IN *tt<t* U ^ATkJSjR ( 1 . 4 3 m I ) £fflOT#=%flj 
3<fcB«fctfarCBtt*J (1 3 8mg) 

NMR (CDC I 3 ) dm. 2. 50 (3H, s), 3. 07 (3H, s), 6. 
37 (1H, s), 7. 40 (1H, d. J=8. 4Hz), 7. 67 (1H, 
dd, J = 1. 6Hz, 8. 4Hz). 8. 14 (1H. s). 8. 19 (1 
H, b s) 
3SH5017 
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)± 

9 Oitttto (7 2. Omg) , (9 0. 

3mg) <h7KJ!HW-MJ£A (2 0. 6mg) ^fflUT, H«5« 1 t mtettik 
-Q&mm (1 1 6mg) 

NMR (CDC I ,) <5fe:2. 44 (3H, s), 3. 07 (3H, s), 6. 
57 (1H, s), 7. 18 (1H, d, J =8. 6Hz), 7. 51 (2H, 
d, J=8. 4Hz), 7. 61 (1H. dd, J = 1. 6Hz, 8. 6H 
z) , 7. 68 (2H. d, J=8. 4Hz) . 8. 12 (1H, d, J = 1. 
6Hz) 

mmms 

*>-**y7.)\sfo-)\,-\- (4-- hn^OV^JU) -2-n-ypbr;u^ 

#^8(D<b^l (2 0 0. Omg) . 4 bD1> % MJWa U K (3 1 
2mg) <h6 0%7kft^hy^A (5 0. Omg) £ffll\T3S«ifll 1 <hl^«fc 
«f^*f7^B«1fc (2 0 6mg) *»fc. 

NMR (CDC I 3 ) 6m: 0. 95 (3H, t, J = 7. 3Hz), 1. 6 4- 
1. 73 (2H, m). 2. 78 (2H, t, J=7. 6Hz), 3. 06 (3 
H, s), 6. 65 (1H. s), 7. 05 (1H, d. J =8. 6Hz), 
7. 60 (1 H, dd. J = 1. 6Hz, 8. 6Hz), 7. 90 (2H, d, 
J=8. 6Hz), 8. 15 (1H, d, J = 1. 6Hz), 8. 39 (2H, 
d. J=8. 6Hz) 

1- (4-3-K^W^U) -S-**>7,)l*-)l-2-x\-7U£)\,>( 

<M*flJ8(D<t^J (10 0. Omg), 4-3-K^BSK<i:^k5 L ^--;U«fc 
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>J S6tlfc 4-3 - □ 'J H (2 2 3mg) £ 6 0 %i^M{ti- h U 

(25. Omg) £J^T£&#n £^«fcaHt£^Btt1fc (17 2m 
g) £S7t„ 

NMR(CDCI 3 ) <5fiS : 0. 95 (3 H, t, J=7. 3Hz). 1. 6 1- 
1. 73 (2H. m), 2. 81 (2H, t, J=7. 6Hz), 3. 06 (3 

H, s). 6. 60 (1H, s). 7. 05 (1H, d. J=8. 9Hz), 

7. 44 (2H, d, J=8. 3Hz), 7. 58 (1H, dd. J = 1. 7H 
z. 8. 9Hz), 7. 90 (2H, d. J=8. 3Hz), 8. 13 (1H, 
d, J = 1 . 7 H z) 

nmmi o 

1- (2. 4~'^^na^>y^;i/) - 5 ->^>;*Ji/7K-ju- 2 - n-zfa 

8 Oit&fo ( 1 0 0 . Omg). 2, 4-y^QP^>y^O'JH 
(1 7 6mg) £6 0%7fc*<t;J-MJ£A (2 5. Omg) £ffllNT3S«5fll 1 £ 
I^«£&tt£f70@fl*)#l (1 3 3mg) £&7t. 

NMR (CDC I ,) 6fifi : 0. 95 (3 H, t, J = 7. 3Hz) , 1. 68- 

I. 79 (2H, m), 2. 64-2. 73 (2H, m), 3. 06 (3H, 
s), 6. 56 (1H, s), 7. 14-7. 32 (2H, m), 7. 58 (1 
H, dd, J = 1. 6Hz, 8. 6Hz), 8. 14 (1H, d. J = 1. 6H 
z) 

nmmi 1 

1- (5-yP : E-2-7P^;U) -5-**X*;P7tv-;U-2-n--7nK 

^8©fb^«5 (8 0. Omg). S-ZfU : E-2-y^>n)^>mtf^ 
<bM-^<fcy^^nfc5-^Pt7P'T^PUH (3 6 Omg) <h6 0%7jc 

^b^-hu^A (20. omg) zm^xntemi tmm^^m^s^ 
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(1 1 2mg) 

NMR (CDCI,) dH&: 0. 97 (3H, t, J =7. 3Hz), 1. 66- 
1. 79 (2H, m), 2. 82 (2H, t, J =7. 6Hz), 3. 08 (3 
H. s). 6. 60 (1H, s). 6. 64 (1H, d, J = 3. 3Hz), 
7. 23 (1H. d, J=3. 3Hz), 7. 31 (1H, d. J=8. 9H 
z) . 7. 67 (1H, dd, J = l. 6Hz, 8. 9Hz), 8. 13 (1 

H. s) 

nmmi 2 

<<>Y—)l 

&nmz<Oit&to (1 0 0. Omg) , 4-/h*y^yi/^P7'('f i 
(1 4 3mg) <!:6 OJsSTkfcfc^MJ^A (2 5. Omg) £ffll>TH«i0M <fc 
l^«>a:«lf^^^C > S fl<Jl* (7 0. Omg) 

NMR (CDCI,) affi.O. 97 (3H, t, J = 7. 3Hz), 1. 6 6- 

I. 78 (2 H, m) , 2. 87 (2H, t, J=7. 3Hz), 3. 09 (3 
H, s) , 3. 94 (3H, s) . 6. 61 (1H, s), 7. 02 (2H, 
d, J=8. 9Hz), 7. 10 (1H, d, J=8. 6Hz), 7. 58 (1 
H, d, J=8. 6Hz), 7. 74 (2H, d, J = 8. 9Hz), 8. 16 

(1 H, s) 
Hfcffll 3 

1- (6 -^pd-35V*ou) -5->^>^^7H-;u-2-n-^nbr;u 

#at«8©<b^!i (ioo. omg), e-^nn-afVKtfifcf^ 
J:ysetit6-^aa-af />fMnU K (4 4 6mg) <!: 6 o %fcmt± 
MJSA (50. Omg) £fflOT3Sfcfl|1 <h^«fc*tt£!70a Wtt (108 
m g) 
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NMR (CDC l 3 ) <5<g: 0. 96 (3H, t, J=7. 3Hz), 1. 6 4- 
1 . 77 (2H. m), 2. 79 (2H. t. J=7. 3Hz). 3. 07 (3 
H, s), 6. 64 (1H, s), 7. 12 (2H. d. J=8. 6H2), 

7. 53 (1H, d, J=8. 3Hz) , 7. 63 (1H, dd, J = 1. 7H 
z, 8. 6Hz) , 8. 01 (1H, dd, J=2. 6Hz, 8. 3Hz), 

8. 15 (1 H, d, J = 1. 7Hz) , 8. 69 (1H, d, J = 2. 6H 
z) 

nmmi 4 

i- (4-i5 : m>v^^) -5->^>x;^7^^-;u-2-n-y□bfJuw , 

>)r—)V 

#^8<D<k^9 (10 0. Omg) . 4 -IfMVl/'f □ U H (1 4 
2mg) £6 0%*Jfrffc:J-MJ£A (2 5. Omg) £ffll\TH«ifll 1 <tH&fc 
8kft^70BW#> (I 3 2mg) 

NMR (CDC I 3 ) Ofe: 0. 94 (3H, t, J = 7. 3Hz), 1. 31 
(3H, t, J=7. 6Hz), 1. 60-1. 75 (2H, m), 2. 7 3- 
2. 89 (4H, m) , 3. 06 (3H, s), 6. 59 (1H, s), 7. 0 
4 (1H, d, J=8. 6Hz), 7. 34 (2H, d, J=8. 3Hz), 
7. 55 (1H, dd, J = 1. 7Hz, 8. 6Hz), 7. 64 (2H, d, 
J=8. 3Hz). 8. 12 (1H, d, J = 1. 7Hz) 
1 5 

1- (5-^D ; E-2-^na^>y^^) - 5 - > * >X^7tv~^- 2 - n 

-zfu e;u>f>K-;u 

&%ms<Dit&IA (10 0. Omg) . 5-^0 : E-2-^PP^>y-f;u^ 
O'JH (5 3 3mg) t6 0%7K*<b^hy>A (2 5. Omg) £/TH*T3S«l 
fl1 <hll«fcl*ft£m*BaMj (1 80mg) 

NMR (CDC I,) dm.: 0. 96 (3H, t, J=7. 3Hz), 1. 6 6- 
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1. 78 (2H, m) , 2. 72 (2H, m) . 3. 06 (3H, s) . 6. 5 
9 (1H, s), 7. 21 (1H, d, J=8. 6 H z) , 7. 37 (1H. 
d, J=9. 2Hz), 7. 62-7. 69 (3H, m), 8. 09 (1H, 
s) 

nmmi e 

8 tfMt^J (80. Omg). 4 - * 7JU?-*&Bmm£i*{b9-*=.JU 
«fcy»6tlfc4->^-il^-^>»y-f^PU K (1 2 7mg) t 6 0 XTjcfeft 
*MJ£A (2 0. Omg) «ffll^XlOmi &ntt&Jtftem'ltttt (1 2 
9mg) 

NMR (CDCI,) <5« : 0. 95 (3H, t, J=7. 3Hz), 1. 5 9- 
1. 75 (2H, m) , 2. 56 (3H, s) . 2. 84 (2H, t, J=7. 
6Hz), 3. 06 (3H, s), 6. 59 (1H, s). 7. 07 (1H, 
d, J=8. 6Hz), 7. 31 (2H, d, J=8. 3Hz), 7. 56 (1 
H, dd, J = 1. 7Hz, 8. 6Hz), 7. 64 (2H, d, J=8. 3H 
z) . 8. 13 (1 H, s) 

nmffn 7 

1- (2, 4, Q-bV9UU'0 % J'<M -5-**>7>)Uft—Jlr-2-n 

-zfn ej\,<op-ji, 

&m&8<D<t&fa (1 0 0. Omg), 2. 4. 6 - h V *nni> x MJW 
P'J H (20 5mg) t6Q%*mt+\*VOA (2 5. Omg) €JflOTSfe 
«1 £B*IW:*Mfc*fHtB«» (1 0 1 mg) 

NMR (CDCI 3 ) 6m: 1 . 01 (3H, brs), 1. 77 (2H, br 
s), 3. 07 (5H, brs), 6. 53-8. 1 8 (6H, m) 
SflHHl 8 
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8 OXfc^lfc (8 0. Omg) , ^>V^PUH (9 5. 6mg) <«: 
6 0%*mt+b*)0& (20. Omg) £ffll*TH«S0l 1 <b PJ^I^taif^^^T t % 
BW^D (5 2mg) 

NMR (CDC I,) 6m. 0. 95 (3H, t, J = 7. 3Hz), 1. 6 4- 
1. 77 (2H, m) , 2. 82 (2H, t, J=7. 3Hz) . 3. 06 (3 
H, s), 6. 60 (1H, s), 7. 03 (1 H, d, J=8. 9Hz), 
7. 4 6-7. 7 3 (5H, m) , 8. 09-8. 1 7 (2H, m) 

nm\ 1 9 

1- (4-^yypifM>^^) - 5 -*^>7Jl//tv-;u- 2 - n-zfn 

###8<zrtfc£tt (8 0. Omg), A—ivynm&Bmit&fc?-*- 
^<fctj^e>n^:4-«f V^Ptf;U^>y-f;U^PU H (I 24mg) £6 0%7k 
mtl-WVA (2 0. Omg) £fflOT3S«i0!|1 £Rttftttft€fTltgtt1ft 
(8 6mg) 

NMR (CDC l 3 ) 0fiS : 0. 94 (3H, t, J = 7. 3Hz), 1. 31 
(6H, d, J = 7. 1Hz), 1. 62-1. 79 (2H, m), 2. 83 
(2H, t, J = 7. 6Hz), 2. 94-3. 16 (4H, m), 6. 59 
(1H, s), 7. 04 (1H, d, J=8. 8Hz), 7. 37 (2H, d, 

J=8. 3Hz), 7. 52-7. 58 (1 H, m) , 7. 66 (2H, d, J 

= 8. 3Hz), 8. 12-8. 1 6 (1 H, m) 

£«S«2 0 

1 -->£q^v*->;pa;U/K— 5 ji- 2-n-zfa tun 

<M£W8©ft£Hl (12 0. Omg) , x^P^y/W^piJ H 
(1 4 8mg) £6 0%**{b^-hU^A (3 0. Omg) fcffiOTHiSe! 1 <!: 
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mmtz&wzii^Btoto (1 0 9m g ) zatz. 

NMR (CDC I ,) 5 ffi : 1 . 04 (3H, t. J = 7. 3Hz). 1. 19- 
2. 08 (13H, m), 2. 94 (2H. t, J = 7. 6Hz), 3. 08 
(3H, s), 6. 52 (1H, s), 7. 77-7. 84 (2H, m), 8. 
1 0 (1 H, s) 
HtS«2 1 

1- (5 -£PP~ 2 -^/^r;U) -5-pt^>^;U7tv- < ;p-2-n-^ae 

8 (ZMt^tt) (100. Omg) , 5-^PP-2-5 1 3*-7x>AiU7K> 
K(!:i£fb5 L 3j-rMy{5ent5-fpnf/-<^ayH (1 5 2mg) <h 

6 o%7M&ft^Mj9A (25. omg) €fflt^TH«i««i 1 tmmtz&at&m* 

(1 0 1 mg) 

NMR (CDC I 3 ) 6fe: 0. 97 (3H, t, J=7. 3Hz), 1. 65- 
1. 78 (2H, m), 2. 86 (2H, t, J=7. 6Hz), 3. 08 (3 
H, s), 6. 59 (1H, s) . 7. 00 (1H. d. J=4. OHz), 
7. 32 (1 H, d. J=4. OHz), 7. 37 (1H, d, J=8. 6H 
z) , 7. 64 (1H. dd, J = l. 7Hz, 8. 6Hz), 8. 14 (1 
H,d,J = 1.7Hz) 
Hfi5«2 2 

i- (4 -n-:7Ptf;u^>y *<;i/) -5-,**>3JU7fr-;u-2-n-:/p 

IMMPI8©<kd« (10 0. Omg), i-n-JaWftBttti&it 1 ?-* 
-;i/«ty^e>nfc4-n-^Ptf;U^>y^;^P«J K (I 53mg) £6 0% 

7K*<t^hu^A (25. omg) £fflivcf*asfli i tmv&fristft zm^Bm® 

(9 7mg) 

NMR (CDC I 3 ) 5fi£:0. 91-1. 07 (6 H, m) , 1. 60-1. 7 
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9 (4H, m) , 2. 71 (2H, t, J = 7. 4Hz) , 2. 82 (2H, d 
, J = 7. 4Hz), 3. 06 (3H, s), 6. 59 (1H, s). 7. 04 
(1H, d. J=8. 9Hz). 7. 32 (2H, d, J=8. 3Hz), 7. 
54 (1H, d, J=8. 9Hz), 7. 64 (2H, d, J=8. 3Hz). 
8. 12 (1H, s) 

mmw2 3 

1- (3. 5-^PP^>^^) - 5-^^>^;t/^_;u-2 - n-^D 

^«8©ft^!l (1 0 0. Omg) . 3, H 
(1 7 6mg) £6 0%7fcJHfc^MJ9A (2 5. Omg) £fflOT3tJ60!l 1 £ 

(1 1 8mg) 

NMR (CDC I 3 ) dm. 0. 96 (3H. t. J=7. 3Hz), 1. 6 1- 
1. 77 (2H, m), 2. 78 (2H, t, J=7. 6 H z) , 3. 07 (3 

H, s), 6. 63 (1H, s), 7. 12 (1H, d. J=8. 6Hz) , 

7. 29 (1H, d. J = 2. 0Hz), 7. 57-7. 68 (3H, m), 

8. 1 4 ( 1 H, s ) 
2SHS0I2 4 

i- (2. 3-y7;M-q^>yy ju) - 5-^^>^;^_;u- 2 -n-^/ 

#^!8©M (100. Omg). 2, 3-x7JWa^ , ;<fMP"J 
K (1 4 8mg) <h6 0%*fcfc:*-MJ£A (2 5. Omg) £fflOTSS«60M 
<fcl^«£»tt£fTOBttl«!l (7 9mg) 

NMR (CDC I 3 ) 6tt:0. 95 (3 H, t, J=7. 3Hz), 1. 62- 

I. 76 (2H, m), 2. 78 (2H, t, J=7. 6Hz), 3. 07 (3 
H, s), 6. 59 (1H, s), 7. 18 (1H, d, J=8. 9Hz), 

7. 27-7. 55 (3H, m), 7. 62 (1H, d, J=8. 6Hz), 
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8. 11 (1 H, s) 

ms«2 5 

&mm8<Dit£1l! (10 0. Omg) , 3, H 
(1 7 6mg) £6 0 %7k*<b^ MJ £A (2 5. Omg) £fflOT3SJS#|1 £ 

NMR (CDC I ,) 0« : 0. 96 (3H, t , J =7. 3Hz), 1. 6 3- 
1 . 77 (2H, m) , 2. 81 (2H, t, J=7. 6Hz). 3. 07 (3 

H, s ) , 6. 63 (1H, s), 7. 10 (1 H, d, J=8. 9Hz). 

7. 5 0-7. 6 3 (3H, m) . 7. 86 (1H, d , J=2. OHz) . 

8. 14 (1 H, d, J = 1 . 7 H z) 

mmm26 

1- (2-^PP-4. 5-y7MP^>^JP) ~ 5 - >X)l,ft-Jl, 

-2-n-^P eji/-<>H-;u 

^##<l 8 (ZMfc^J (10 0. Omg) , 2-^OP-4, 5 ~i> 7)V*U&& 

y ^ 6 nfc 2 - ^ o □ - 4 , 5 - 5*7 n < 

py K (1 7 7mg) £6 O^TfcJMt^MJSA (2 5. Omg) ifflUTHI 
«1 £H«fc»f**fK*BW» (1 6 3mg) 

NMR (CDC I ,) dU: 0. 97 (3H. t, J = 7. 3Hz), 1. 6 8- 

I. 79 (2H, m) , 2. 70 (2H, t, J = 7. 6Hz), 3. 07 (3 
H, s) , 6. 60 (1 H, s), 7. 20 (1H. d, J=8. 9Hz), 

7. 33-7. 48 (2H, m), 7. 65 (1H, dd, J = 1. 7Hz, 

8. 9Hz), 8. 10 (1H, d, J =1 . 7Hz) 

i - p. s-^yn^yv-oi) -5->*>;*JM?-;u-2-n-:/p 
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##«8<*><b£«!) (100. OmgK 3, 5 - v^O^JglSMt^fb^ 
-)\,&imt>tltiZ , (250mg) i60% 

7jcjgjk^-h'j^A (25. omg) &m*Tmmwy tmmttVkftzm^Bto® 

(1 6 8mg) 

NMR (CDC I,) tffit : 0. 96 (3H. t, J = 7. 3Hz) , 1. 62- 
1. 77 (2H, m), 2. 77 (2H, t, J = 7. 6Hz), 3. 07 (3 

H, s), 6. 63 (1H, s), 7. 13 (1H, d, J =8. 9Hz), 

7. 64 (1H, dd, J = 1. 7Hz, 8. 9Hz), 7. 77 (2H, d, 
J = 1 . 7Hz), 7. 98 (1H, dd, J = 1. 7Hz, 1. 7Hz), 

8. 14 (1H, d, J = 1. 7Hz) 

1-(2. 3. 5- m»PQ^>'y^) -5->^>^^7tv^JU-2-n 

&mm8<Dit£Vl (1 0 0. Omg) % 2, 3, 5 - h U ^PP'OlAf 
PUH (20 5mg) £6 0 %7k*Ht?- MJ £A (2 5. Omg) SJfiOTHaS 
011 £H«fc«M**f7l*Bttfc (1 8 Omg) 

NMR (CDC I ,) <5<I : 0. 96 (3H, t, J=7. 3Hz). 1. 6 9- 

I. 79 (2H, m), 2. 67 (2H. t, J = 7. 6Hz), 3. 07 (3 
H, s) , 6. 60 (1H, s), 7. 24-7. 2 8 (1 H, m) , 7. 4 4 

(1H, d, J=2. 3Hz), 7. 67 (1H, dd, J = 1. 7Hz. 8. 
9Hz), 7. 73 (1H, d, J=2. 3Hz), 8. 10 (1H, d, J = 
1 . 7 H z) 

1- (2. 4. 6-m>^;^>y^;p) - 5 -**>xjU7k-)i- ? - n 
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&mm8<oit&m (100. omg) . 2, 4. 6-mj>^;u#js#«££ 
{k^-;u<ty^e>tifc2, 4, e-hy/fMW-f^nyH (i 53m 

g) <h6 0%7k3R<b±hU^A (2 5. Omg) £fflOT3t«6« 1 tl^&fclSft 
fcfrOBWfcl (1 3 1 mg) 

NMR (CDCI,) 6m. 0. 99 (3H, t, J = 7. 3Hz), 1. 68- 
1. 82 (2H, m), 2. 10 (6H, s), 2. 3 8 (3 H, s), 2. 8 
3 (2 H, b r s) , 3. 04 (3H, s), 6. 57 (1 H, s) , 6. 88 
(1H, brs), 6. 96 (2H, s), 7. 52 (1H, d, J=8. 9H 
z) , 8. 0 6 (1 H, d. J = 1 . 7Hz) 

1- (2. G-'J^nnt^MM - 5- 2- n-7n 

$^8(0^ (10 0. Omg), 2, 

(1 7 6mg) £6 OSSTK&ft^MJSA (2 5. Omg) £ffll*T3S«iei1 <t 
mmtZ&tt&fj^BitoVl O 7 2mg) 

NMR (CDC I 3 ) 5ffi:0. 69-1. 20 (3H, m) , 1. 65-1. 9 
5 (2H,m). 3. 06 (3H, s), 3. 21 (2H, brs), 6. 61 
-8. 8 8 (7 H, m) 
£*S0!3 1 

i - (4-j* h*->-3-7JM-p^> % .Aou) - 5 ->^>x;u7fr-;u- 2 

^fflST&bftfcfl^l (4 0 Omg) ©y>fMM7$ KiSJK (1 7 
ml) CO'ClCTTK^k^-hU^A (1 0 2mg) 1 5#&lC, 4-* 

^^-3-yj^O^>'Mf^nV I 1 (4 3 8mg) Srttlx., KIT 1 UN 
ft* Lfco fcjfcft£IS«fcfc7>^2A*SfclCfcl*. hJH>Ttt{l5U & 



44 



WO 97730030 



PCT/JP97/00366 



y-JU=5 0 : 1) ttttUSfeTIEJl/^T^OBttto (4 9 9mg, 7 

9 %) 

NMR (CDC I ,) 6fe: 0. 95 (3H. t, J = 7. 3Hz). 1. 5- 
1. 8 (2H. m), 2. 83 (2H, t, J = 7. 7Hz), 3. 07 (3 
H, s), 4. 01 (3H, s), 6. 60 (1H, s), 7. 0-7. 2 (2 
H, m) , 7. 4-7. 7 (3H, m) , 8. 14 (1 H. d, J = 1 . 9H 
z) 

<MW11 0 

1- (*>M>*)Vfo— )l) -S-t^frl-X'OY—iV 
S-tJ-frtt'OV—il (4. 1 Og) ©x>f;^l/A7$KM (5 0 

m I ) 4«IC7k^TlcT6 0 %7fcJ!Mt:f- MJ £ A (1 . 5 1 g) £tox.ft. 

^^(sISeiCT 1 5^8tft#bfc&fC, ^>*f>XJM^l>*P'J K (6. 6 

■^A^SiS+jc^it. NuxyTaasufc. h^x>»^iaifDSH7k. me 
n/t«ri^-> u ^y^^A^p^ h^?* -c#u jsaijs«E<b uopp 

* J /UA-n-'VMJ-> (1:2) £ffllNTBtfl«J (6. 3 0g) 
NMR (CDC I,) 5fe:2. 49 (3H, s), 6. 59 (1H. d, J = 
3. 5Hz), 7. 26 (1 H, dd, J = 1 . 6Hz, 8. 6Hz), 7. 3 
5-7. 60 (5H, m) , 7. 2 8-7. 6 0 (4H, m) , 7. 86 (2 
H, d, J = 7. 6Hz) , 7. 91 (1H, d, J=8. 6Hz) 

&mm^ i 

#%0II1 0<Dit^m (3 0 0mg) , 7 0%***PPiS$J&«& (4 8. 8 
mg) £fm\TtM?tt2£l^«fc»tt£m*Btt1fc (2 9 6mg) 
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NMR (CDC I ,) 6U: 3. 06 (3H, s), 6. 80 (1H, d, J = 
3. 9Hz), 7. 43-7. 67 (3H, m), 7. 74 (1H, d, J = 
3. 9Hz), 7. 82-7. 98 (3H, m), 8. 13-8. 25 (2H, 
m) 

tMtflM 2 

5 - > ^ >*fr*=.JM y K -)l 

SMtfll 1 <D<t£® (1 4 Omg) £ 1 fcETkBHtaU^ATkiSifc (8 2 8* 
I) £^T*Mftt3<tl^«ft»ffc£m>BWtt (7 2. Omg) 
NMR (CDCI3) fitt:3. 09 (3 H, s), 6. 71 (1H, s), 
7. 33-7. 43 (1 H, m) . 7. 53 (1H, d, J=8. 6Hz), 
7. 74 (1 H, dd, J = 1. 6Hz, 8. 6Hz), 8. 30 (1H, 
s) , 8. 6 0 (1 H, b s) 
H«§0I3 2 

i- (A-yn'E^y^^M -5->^>^;U7ix-ju^>K-;i/ 

&mwn 2<Dit£&l (6 9. Omg) , 4-^Qt / <> , < /'f^P , J K (1 1 
6mg) <t6 0%*^{b^-hy>A (7 1. 4mg) £fflOTSIJ60M 
HMttm^lW* (7 1. 4mg) 

NMR (CDCI 3 ) Offi : 3. 11 (3H, s), 6. 77 (1H, d, J = 
3. 8Hz), 7. 44 (1H, d, J=3. 8Hz), 7. 64 (2H. d, 
J=8. 5Hz), 7. 73 (2H, d, J=8. 5Hz), 7. 95 (1H. 
dd. J = 1. 7Hz, 8. 6Hz) , 8. 26 (1H, d f J = 1. 7H 
z) , 8. 54 (1 H, d. J=8. 6Hz) 

®3m-\ 3 

1- (^ JU/fc-JU) -2-n-^5 L ;u-5->5 L ^^>K-;u 
1 Q<Ott&fa (5 0. Omg) Orh7t h'P77>5SjR (1ml) 
IC. -7 8 , CICTn-^;U'J5 L ^A (1. 6 0M. n-^Wy 
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SjS. 1 . 7 5ml) €»TLfc. Sttil^l^SglCT 1 5#|B)i«# 

(C. A*t>f;M«8h'J7SK (5 9. Img) fcttJx., <*£IC1 5#IHJ«# 

Ufc. 3^<b-n-^;i/ (3 6. 4mg) £*Q;l, - 7 8 «CT 2 B$|BHf 

ttU SWiS«l<i:UTftKx^-n-^+-y-> (1:4) £flHvrSfcU& (4 

0. 5mg) 

NMR (CDC I ,) 5fe : 0. 95 (3H, t, J=7. 2 H z) . 1. 30- 

1. 52 (2H, m) , 1. 60-1. 8 0 (2 H. m) . 2. 50 (3 H, 
s) , 2. 96 (2H, t, J = 7. 6Hz), 6. 32 (1H, s), 7. 2 
0 (1 H, dd, J = 1. 9Hz, 8. 6Hz), 7. 31 (1H, s). 7. 
32-7. 58 (3 H, m) , 7. 71 (2H, d, J=7. 0Hz), 8. 0 
8 (1 H, d, J = 8. 6 H z) 

#awn 4 

1- (^>-e>;uurt— )V) - 2 - n - zf^fr- 5 - > ^ >x;U7fc > k 

1 3 (Dit^l ( 3 9 . Omg), 7 0%>**POifl££S& (5 6. 
Omg) ^fflt^^^«2t^«tt«lt>*lTUBW«l (3 4. 3mg) 
NMR (CDCI,) 0. 96 (3H, t, J = 7. 2Hz), 1. 3 4- 

1. 5 4 (2 H, m) , 1. 63-1. 8 0 (2 H, m) , 3. 00 (2 H, 
t, J = 7. 4Hz), 3. 08 (3H, s). 6. 50 (1H, s) , 7. 3 
7-7. 67 (3H, m), 7. 75 (2H, d, J = 7. 3Hz), 7. 81 
(1H, dd, J = 1. 5Hz, 8. 8Hz), 8. 05 (1H, d, J = 1. 
5Hz) , 8. 36 (1H, d, J=8. 8Hz) 
5 
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2 - n - 2£jk= 5 - > ^ >xj\,*=)\,q( > K 

#2fl|1 4©M (3 3. Omg) <!: 1^*K^b*'J^A7KiS>ft (12 6 
/x I ) £^T#^0U<fcffi«fc*tt£m>BM1fc (18. 8mg) 
NMR (CDCI,) 50:0. 96 (3H, t. J=7. 2Hz), 1. 3 2- 
1. 52 (2 H, m) , 1. 65-1. 8 2 (2 H, m) , 2. 79 (2H, 
t, J = 7. 6Hz), 3. 07 (3H, s) , 6. 37 (1H, s) , 7. 4 
0 (1 H, d, J=8. 6Hz), 7. 65 (1H, dd, J = 1. 6Hz, 
8. 6Hz), 8. 14 (1H, s), 8. 35 (1H, bs) 

mmm3 3 

SM*0«1 5<D<t&Vl (1 6. Omg) % (1 

6. 7mg) t 6 0 %?miti- h U * A (3. 8mg) $ffll^H«i0ll 1 <h^l« 
fc&ft£*7^Sft#l (18. 8mg) 

NMR (CDC I 3 ) <J|t: 0. 89 (3H, t, J=7. 3Hz). 1. 23- 
1. 47 (2H, m), 1. 53-1. 73 (2 H, m) , 2. 83 (2H, 
t, J =7. 5Hz), 3. 06 (3H, s). 6. 61 (1H, s) , 7. 0 
6 (1H, d, J=8. 8Hz), 7. 51 (2H, d, J=8. 7Hz), 

7. 58 (1H, dd, J = 1. 9Hz, 8. 8Hz), 7. 68 (2H, d, 
J=8. 7Hz), 8. 13 (1H, d, J = 1. 9Hz) 

#^W1 6 

1- {*>-&y*)VHs-)l) -5-^^;i/5 L ^-2-n-^>5 1 ^>H-;i/ 
OOit&fo (3 0 Omg) . 3^<fc-n-^>^U (2 9 3mg) , 
n-y^JMJ^A (1 . 56M. n-^-y->jS>S. 949(tl) , 
^Ufc&MJT^K (3 5 5mg) £fflOT<Ml«1 3 <hl^l«ft»tt£fTUBfl<l 
1ft (2 5 Omg) &&1t. 
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NMR (CDC I,) 6i&: 0. 83-1. 00 (3H, m), 1. 25-1. 5 
0 (4 H, m) . 1. 63-1. 83 (2 H, m) . 2. 50 (3H, s), 
2. 95 (2H, t, J = 7. 2Hz), 6. 32 (1H, s) . 7. 20 (1 
H, dd, J = 2. OHz, 8. 8Hz), 7. 32 (1H. d, J=2. OH 
z) , 7. 33 (3H, m) , 7. 6 7-7. 7 8 (2 H, m) , 8. 08 (1 
H, d, J=8. 8Hz) 
&2ffl1 7 

1- (^>tf>^l/7tv-JU) -5->^>^U7N-;U-2-n-^>5 L ;U'<> 
6<D<fc^8l (2 2 Omg) . 7 0 %**<7U Pift$J&SK (271m 

g) &m^T&3?m2 tm&tz&ft&rr^sm (2 1 4m g ) 

NMR (CDC I ,) tffif:0. 83-1. 03 (3H, m), 1. 23-1. 5 
4 (4H, m), 1. 63-1. 87 (2H, m), 3. 00 (2H, t, J = 
7. 7Hz), 3. 08 (3H, s), 6. 52 (1H. s), 7. 36-7. 
65 (3H, m), 7. 68-7. 88 (3H. m), 8. 08 (1H, d, J 
= 2. OHz), 8. 36 (1H, d, J = 8 . 8Hz) 
SMTtfM 8 

5 -> ^ >x;u7fc-;u- 2 - n - ^y^P-r > H-;u 

#3*091 7<D<b^5 (2 00mg) <h1 ^Tk^k/iU^ATjcjSjR (7 4 0/i 
I) £m>T#^3<!:l^*/£iaffc£m*Bft1fc (1 2 3mg) 
NMR (CDCI,) fife: 0. 82-1. 02 (3H, m), 1. 27-1. 4 
7 (4H, m), 1. 66-1. 83 (2 H, m) , 2. 79 (2H, t. J = 
7. 6Hz), 3. 0 7 (3 H, s). 6. 3 8 (1 H, s). 7. 41 (1 
H, d. J=8. 6Hz), 7. 66 (1H, dd, J = 1. 6Hz, 8. 6H 
z) , 8. 1 5 (1 H, s) , 8. 2 4 (1 H. b s) 
3t«l«3 4 
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1- (4 -gCIP^>!AOP) -5-**>XJ\,7k=)\,-2-n-'<>*J\,<( 

#S0I1 8<o<tttfa (i o omg) . 4-^an^>y^nij k (9 9. 

1 mg) t6 0%7k*l<k^-hU^A (2 2. 6mg) $rfflOTHJ6«1 
»ffcfcfTl*B«*l (1 2 6mg) 

NMR (CDC I 3 ) 61& : 0. 78-0. 99 (3H, m), 1. 19-1. 4 
6 (4 H, m) , 1. 50-1. 8 0 (2 H, m) , 2. 82 (2H, t, J = 
7. 6Hz) , 3. 06 (3H, s). 6. 60 (1H. s). 7. 05 (1 
H, d. J=8. 8Hz) , 7. 51 (2H, d . J = 8. 6Hz) . 7. 58 
(1H. dd, J = 1. 6Hz, 8. 8Hz), 7. 68 (2H. d, J=8. 
6 H z) , 8. 13 (1H, d, J = 1 . 6 Hz) 
4M*0>)1 9 

1- (^>-^>X)l^-M - 2 - n-s\*is)i>- 5-*?J&*<OP—J\, 
*MTf«1 QOte&to (3 0 Omg) , 3£<b- n (3 1 4mg) . 
n-y^'J^A (1. 5 6M, n-^*-y->»?ft, 9 4 9/* I) % 

(3 5 5mg) *flH*TlMW&1 3 tm&tHt&ftZ ft UStfj 

® (2 9 6mg) 

NMR (CDCI 3 ) fitf : 0. 80-1. 0 0 (3 H. m) , 1. 18-1. 4 
8 (6 H. m) , 1- 62-1. 8 0 (2 H. m) , 2. 50 (3H. s). 
2. 95 (2H, t, J = 7. 4Hz), 6. 32 (1H, s), 7. 20 (1 
H, dd. J = 1. 8Hz, 8. 9Hz), 7. 32 (1H. d, J = 1. 8H 
z), 7. 35-7. 60 (3H, m), 7. 71 (1H, d, J = 7. OH 
z) , 8. 08(1 H. d. J = 8. 9Hz) 
##012 0 

i- (^>-bf>*/P/fc-jp) - 2 - n -^->ju- 5 >;*jU/fc-ju>r > 
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&mmi 9<D<t&to (2 7 Omg) . 7 0 (3 5 3m 

g) £fl^T#^2£|^*&ffc£m^tt«!l (2 3 4mg) £fcfco 
NMR (CDC I 3 ) 6m: 0. 80-1. 00 (3H. m). 1. 23-1. 5 
0 (6 H, m) , 1. 67-1. 8 3 (2 H. m) , 3. 0 0 (2 H, t, J = 
7. 6 H z) , 3. 08 (3H, s), 6. 50 (1H. s). 7. 38-7. 
66 (3H, m), 7. 75 (1H, d, J = 7. 3Hz), 7. 80 (1H, 
dd, J=2. 1Hz, 8. 9Hz) , 8. 05 (1H, d. J=2. 1H 
z) , 8. 3 6 (1 H, d, J =8. 9 H z) 
#^2 1 

2 - n -^s*is)V- 5 - *f >XJl>7k—JM > K-JU 

&mm2O0{t&® (2 0 Omg) i1^7k»^'JC/A7kJB» (7 1 6ix 
I) £^T#^fl3<bl^«fc&tt£m*BW«!l (1 3 2mg) ^fcjto 
NMR (CDCIj) <J« : 0. 82-1. 36 (3H, m), 1. 22-1. 5 

2 (6 H, m) . 1. 62-1. 87 (2 H. m) , 2. 79 (2H, t, J = 
7. 6Hz), 3. 07 (3H, s). 6. 37 (1H. s), 7. 41 (1 
H, d. J=8. 4Hz), 7. 64 (1H, dd. J = 1. 8Hz, 8. 4H 
z) , 8. 15 (1 H. s) , 8. 4 3 (1 H. b s) 

%mmz 5 

1- {A—ZnUI^MM) -2-n-^*->JU-5-**>;Ut/7fc— 

<M£#J2 1 tfHt^fcl (1 0 Omg) . 4-^PP^>VWniJK (9 4. 
Omg) t6 0%7kmt1-t»VOA (2 1. 5mg) *ffl^THJ6«9 1 <fcp]«fc 
«ft£m*BtfJ*l (1 1 Omg) 

NMR (CDC I,) 6fe:0. 77-1. 00 (3 H, m) , 1. 13-1. 4 

3 (6H, m), 1. 52-1. 76 (2H. m), 2. 82 (2H, t, J = 
7. 6Hz), 3. 06 (3H, s), 6. 6 0 (1 H. s), 7. 06 (1 
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H, d, J = 8. 8Hz) , 7. 51 (2H, d, J=8. 5Hz), 7. 61 
(1H. dd, J = 1. 7Hz, 8. 8Hz), 7. 68 (2H, d, J=8. 
5Hz) , 8. 13 (1 H. d, J = 1. 7Hz) 
*M*«2 2 

&2ffl1 QOXt&fa (3 0 0mg) , Jtft*>^P^Pt^f^ (2 0 0m 
g) . n-^JUU^A (1 . 56M, n - 'vfr-tf- >;g>flL 9 4 9 /£ I ) . ^ 
MJ 75 K (355mg) *ffllAT#^ 1 3 <bra«ftiftft£*7 
t>Bfi«l4e!I (8 4. 8mg) Zftti. 

NMR (CDC I ,) 0*6:0. 17-0. 30 (2 H, m) , 0. 46-0. 6 
9 (2H, m) . 1. 04-1. 21 (1 H, m) . 2. 50 (3H, s). 
2. 87 (2H, d, J = 6. 8Hz), 6. 56 (1H, s), 7. 20 (1 
H, dd, J = 1. 9Hz, 8. 9Hz), 7. 28-7. 60 (4H, m), 
7. 71 (2H, d, J = 7. 3Hz), 8. 0 8 (1 H. d, J=8. 9 
Hz) 

$Mffli2 3 

^2 2<Dit&to (1 1 Omg) . 7 0%>**nPjftSJS*K (156m 
g) Zm^T&mmztn&tmftZfi^toto (8 4. 8mg) 
NMR (CDC I 3 ) 6fifi:0. 18-0. 34 (2H, m), 0. 60-0. 7 
3 (2H. m), 1. 05-1. 23 (1 H. m), 2. 92 (2H, d, J = 
6. 5Hz), 3. 08 (3H, s), 6. 75 (1 H, s). 7. 40-7. 
67 (3H, m), 7. 75 (2H, d, J = 7. 6Hz), 7. 81 (1H, 
dd, J = 1. 8Hz, 8. 9Hz). 8. 08 (1H, s) . 8. 15 (1 
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H, d, J = 1. 6Hz). 8. 35 (1H. d, J=8. 9H z) 

&mm23<D<tsvi (8 0mg) 1 1 u OA*.mm oosm 

I) ^fflt^^^W3<»:^««i:«f^«:?7t>Bfl*I«5 (3 6. 3mg) Zfttt. 
NMR (CDC I ,) 5ffl:0. 24-0. 42 (2 H. m) . 0. 60-0. 7 
5 (2 H, m) , 1. 02-1. 2 0 (1 H, m) , 2. 73 (2H, d, J = 
6. 8Hz). 3. 07 (3H. s), 6. 45 (1H, s), 7. 43 (1 
H, d. J=8. 5Hz), 7. 67 (1H, dd, J = 1. 8Hz, 8. 5H 
z) , 8. 16 (1 H. s) , 8. 4 3 (1 H, b s ) 

#^2 4<D{b^i (3 3. Omg) . 4-^PP^>VWn'JH (3 
4. 7mg) £6 0%7k*<b^-b»J^A (7. 9mg) fcfflUT^Miei 1 
ft«kft£i70@ft1& (4 2. 2mg) 

NMR (CDC I 3 ) <5fe : 0. 13-0. 36 (2H, m), 0. 50-0. 7 
0 (2H, m), 0. 94-1. 17 (1H. m). 2. 76 (2H, d, J = 
6. 8Hz), 3. 06 (3H, s), 6. 7 9 (1 H, s), 7. 01 (1 
H, d, J = 8. 8Hz). 7. 51 (2H, d, J=8. 4Hz). 7. 58 
(1H, dd, J = 1. 7Hz, 8. 8Hz) , 7. 69 (2H, d, J=8. 
4Hz) , 8. 15 (1H, d, J = 1 . 7Hz) 

&mm2 5 

2-yu;u-i- (^>tf>^U7k-;u) - 5->5^U5^f >k-ju 

*3ftM Q<Dte£to (3 0 Omg) % M7Uil^ (1 8 3mg) % n-73MU 
■J3^A (1. 5 6M. n-'vMJ-ViRK. 9 4 9/1 I), ^t/^HRSh 
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(3 5 5mg) €ffl^X#^fl1 3 <hl^»fc»tt£f7^i (217 

mg) 

NMR (CDC I ,) 6M : 2. 49 (3H, s). 3. 74 (2H, d. J = 

6. 5Hz), 5. 09-5. 33 (2 H, m) , 6. 02-6. 12 (1H. 
m) . 6. 34 (1H, s) , 7. 21 (1H, dd, J = 1. 7Hz, 8. 6 
Hz). 7. 32 (1H, d, J = 1. 7Hz) . 7. 34-7. 61 (3H, 
m) , 7. 74 (2H. d, J = 7. 0Hz), 8. 07 (1H, d, J=8. 
6 H z) 

&mm2 6 

2 -7 LUU- 1 - (1>i£> XJlrfc-Ji,) -5->^>^;t/7tv— )\,*<>\z—)\, 
&mm2 5 (DitSW) (1 0 Omg) , 7 0%^^^PPjft$H« (14 3m 
g) Zm^T&mm2tm&tS:&ft£iri\.^toto (1 0 6mg) £fcfc„ 
NMR (CDC I 3 ) 6ffi:3. 08 (3H, s), 3. 79 (2H, d. J = 
8. 2Hz). 5. 10-5. 39 (2 H, m) , 5. 88-6. 14 (1H, 
m), 6. 52 (1H, s), 7. 35-7. 6 8 (3H, m) , 7. 70- 

7. 95 (3H, m), 8. 06 (1H, d, J = 1 . 8Hz), 8. 35 (1 
H, d, J=9. OHz) 

#^H2 7 

2-7'j;U-5->* >^;i/7|x— )M > K -)i 

ttmz&vit-eito (9 omg) 1 1 mm*mti3 y o A*&m (36o w 

I) £m^T&*M 3 tmWZtSiftZmimto (4 6. 5mg) 
NMR (CDC I ,) 0M:3. 07 (3H, s) . 3. 58 (2H, d, J = 
6. 2Hz), 5. 20-5. 37 (2H, m), 5. 92-6. 12 (1 H, 
m) , 6. 42 (1H, s) , 7. 42 (1H, d, J=8. 7Hz). 7. 6 
6 (1H, dd, J = 1. 5Hz, 8. 7Hz), 8. 16 (1H. s), 8. 
3 7 (1 H, b s) 
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nmm3 1 

2 -7'J;P- i - (4-?pg^>W;i,) - 5 -J-fyxjisfc-jM > k- 
^mnoxtttto (4 0. omg) % 4-^pn^>y^r;u^pij k (4 

4. 6mg) <b6 OXfcmitl-bVVA (1 0. 2 mg) £fflOT3tfil0M <fcl^ 
«fcaMfc*m*atttt (38. 7mg) 

NMR (CDCI 3 ) 6m: 3. 06 (3H, s), 3. 63 (2H, d, J = 
6. 2Hz), 5. 00-5. 2 0 (2 H, m) , 5. 80-6. 01 (1H, 
m), 6. 64 (1H, s), 7. 05 (1H, d, J=8. 9Hz), 7. 5 
1 (2H, d, J = 8. 4Hz) , 7. 60 (1H. dd, J = l. 5Hz, 
8. 9Hz) , 7. 67 (2H, d, J=8. 4Hz), 8. 14 (1H. d, 
J = 1 . 5 H z) 
##W2 8 

5-x^-;^^>K-;u 

3 5%7K^k*U^A (5 8 4mg) Ox F^ t KD7^>iS» (10ml) 
•frCTK^TlCTS-yp^-f >K-JU (1. Og) Ofh7tKP77>M 
(1 Om I ) £ttU.fc. SfSS^J^faliSgfCT 1 5 flflMW* Wfc*. -7 8*0 
lO&SPL t -r/^UU^A (1 . 46M, n-^>^>Jg}g. 6. 99ml) 

£aq**:. ussier i 5^raait$u>tafe. s^x^s;**?* f d. 3 m 

z>IxOU-? h^7-r — CftU $ffi$JK£(,Tn-^*lf>H&Kx7-A- (i 
0:1) €ffll\THW« (0. 4 2 g) 

NMR (CDC I ,) 0ft: 1. 27 (3H, t, J = 7. 26Hz), 2. 90 
(2H, q. J=7. 26Hz), 6. 51 (1H, s), 7. 35-7. 20 
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(3H, m) , 7. 7 4 (1 H, s) , 8. 13 (1H. brs), 7. 74 
(1 H, s) 

1 -^>-£>;uU7tv— 5 -xfs/t/^a-w > 

*MHW2 8<D<b£4*l (0. 42g). 1>V>XJl*-Jl,*n>J K (4 2 4 n 
I) , 6 0 MJ 2 A (1 3 3mg) £ffl^T^0!l1 0£|i^*fc»tt 

€(70BW«3 (0. 7 1 g) £ftfc c 

NMR (CDC I ,) <5ffl : 1 . 27 (3H. t, J=7. 26Hz), 2. 92 
(2H, q, J=7. 26Hz), 6. 6 0 (1 H, d, J =3. 63Hz), 
7. 31-7. 34 (1H, m), 7. 41-7. 56 (5H, m), 7. 85 
-7. 9 2 (3 H, m) 
#%W3 0 

1 -^>*f>;*;U7fr-;p- 5 -x^ji^*- 2-n-yn > h— 7b 

#3£tf|2 90lfc^*i (0. 61g) . n-y^UU^^A (1 . 60M, n-^\ 
1 . 4 4ml) v '\*tf->^U8BI MJ 7^ K (6 6 9 tf l) % 3 
Oitn-7n£J\, (3 7 4 n I) ^fflUT^I 3<tl^l«fc&tt£f7UBW«! 
(2 1 4mg) 

NMR (CDC I s ) 5fil:1. 0 2 (3 H. t, J=7. 26Hz), 1. 28 
(3H, t, J=7. 26Hz), 1. 72-1. 81 (2 H, m) , 2. 88 
-2. 96 (4H, m), 6. 33 (1H, m), 7. 15-7. 30 (1H, 
m), 7. 32-7. 41 (3H, m), 7. 45-7. 52 (1 H, m) , 
7. 72 (2H, d. J=7. 26Hz), 8. 08 (1H, d. J=8. 57 
Hz) 

1 

2k 
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ttmSOVit&m (2 1 4mg) . 7 0%>^^OPi8$m#K (2 9 4m 

g) £m^T&2&i2tmm*3:i8ii¥zm^into d 9 0m 6 ) zmrz. 

NMR (CDC I ,) fiffi: 1 . 04 (3 H, t, J = 7. 26Hz), 1. 28 
(3H, t, J=7. 26Hz), 1. 83-1. 75 (2 H. m) , 2. 99 
(2H. t, J=7. 26Hz), 3. 14 (2H. q. J = 7. 26Hz), 

6. 50 (1H, s) , 7. 49-7. 43 (2 H, m), 7. 61-7. 56 
(1 H, m) , 7. 78-7. 74 (3 H, m) , 8. 01 (1H, d, J = 

1. 32Hz), 8. 35 (1H, d. J = 8. 91Hz) 

##«I3 2 

5-x^>^U7t^-;u-2- n-zfn 

#=%flJ3 1 <Dlt£® (1 9 Omg) . 1 mfomitfiOVAfcmm (1 . 5m 
I) £fflUT##0!3 tmmtt&ft&'fi^Emtil (1 0 8mg> 

NMR (CDC I ,) «H: 1 . 02 (3H, t, J = 7. 59Hz), 1. 26 
(3H, t, J=7. 59Hz), 1. 82-1. 73 (2 H, m) , 2. 77 
(2H, t, J=7. 59Hz), 3. 13 (2H, q, J = 7. 26Hz), 

6. 37 (1H, s) , 7. 40 (1H, d, J=8. 57Hz), 7. 60 
(1H, dd, J = 1. 60Hz, 8. 58Hz), 8. 10 (1H, s), 

8. 3 7 (1 H, b r s) 

mmw3 8 

i- (4-^qq^>y>fjp) -5-x^>^;u^-;u-2-n-yne;u<< 

<Mt0l3 20)<t&$! (1 0 8mg) , 4-^PP^>^MQU K (82m 
I). 60 %*Mt1- MJ£A (2 1 mg) £fflOT5S160(l 1 <hla!«fc«tt£*7 
(1 4 5mg) 

NMR (CDCI,) 0«:O. 95 (3H, t, J=7. 26Hz), 1. 27 
(3H, t, J = 7. 26Hz), 1. 75-1. 6 0 (2 H, m) , 2. 81 
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(2H, t, J=7. 26Hz), 3. 12 (2H, q, J = 7. 58Hz), 

6. 6 0 (1 H, s), 7. 06 (1H, d, J=8. 91Hz), 7. 5 6- 

7. 43 (3 H, m) . 7. 68 (2H, d, J=8. 25Hz) , 8. 09 
(1 H. d. J = 1 . 3 2 H z) 

&mm3 3 

S-Zftt'OY—fr {2. Og) , 3 5%7Mfc{trt'J£A (1 . 17g) , 
t - Jf-JWf-VA (1 . 4 6M, n-^>*>;g}fc. 14. Oml), ->'(n 
-^0^) K (3. 2ml) £fflOT$MHW2 8 <tl3&fc&tt£fr 

(1 . 7 8 g) 

N M R (CDC I,) dfe:0. 99 (3H, t, J = 7. 26Hz), 1. 69 
- 1 . 55 (2H. m), 2. 86 (2H, t, J = 7. 26Hz), 6. 51 
( 1 H, s), 7. 30-7. 15 (3 H, m) , 7. 73 (1H, s). 8. 
10 (1H, b r s) 

1 - * > t! 5 - n - zf P \Z]\ttt± >Y—)V 

^3 3(0^ (1. 7 8g) , ^>tf>^;^-^^P'J K (1.6 7 

ml), 6 0 %7Kft<ft:J- b V 0 A (5 2 2mg) *JBOTlMWl 1 0 tmftttm 

fl?«?rl*Btt1fc (3. 0 8g) £&/to 

NMR (CDC I ,) ««:1- 00 (3H, t, J = 7. 25Hz), 1. 71 
-1. 55 (2H. m), 2. 87 (3H, t, J = 7. 26Hz), 6. 60 
(1H, d. J=3. 63Hz). 7. 32 (1H, dd, J=8. 58Hz. 
1. 65Hz), 7. 57-7. 41 (5H, m) . 7. 92-7. 85 (3 
H, m) 
##093 5 

1 -^O-faf % ^^JU7tz-)U- 5 - n -Zfn 2-n-Zfn \j)\,<< > K — 
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Ik 

3 4 <D{t&V> ( 3 . 08g) . n-WJWA (1. 60M. n- 
^*"b->5S)S, 7. 0ml), ^*1*->?^Utt»MJ7£ K (3. 2ml) . 3 
-iUbn-yPtMU (1. 8m I) £fflUT£#0!1 3 <>:P&fc«Hfc£frOB ft® 
(1 . 2 4 g) £&7t. 

NMR (CDC I ,) 6fe : 1 . 04-0. 92 (6H, m), 1. 65-1. 5 
7 (2H, m), 1. 81-1. 68 (2H, m) , 2. 96-2. 85 (4 
H, m), 6. 3 2 (1 H, s), 7. 28-7. 24 (1 H, m) , 7. 42 
-7. 35 (3H, m), 7. 55-7. 44 (1H, m). 7. 72 (2H, 
d, J=7. 26Hz), 8. 07 (1H, d, J=8. 58Hz) 

1 -^>i^>^>U^-;U- 5 - n -^□/OXJUfe 2 - n — Zfn 

5©fc£tt (3 0 Omg) . 7 0%***nniS$J&#BI (3 9 7m 
g) «fflOT^W2tP««:»f^*m^BW« (3 0 6mg) fcfcfc. 
NMR (CDC I 3 ) 0tt: 1. 0 6-0. 9 6 (6H, m) , 1. 83-1. 7 
0 (4H, m) , 2. 98 (2H, t, J =7. 58Hz), 3. 12-3. 0 
6 (2H, m), 6. 50 (1H, s), 7. 46-7. 38 (2H, m), 
7. 60-7. 52 (1 H. m) , 7. 77-7. 68 (3 H. m) , 8. 00 
(1H, s) , 8. 34 (1H, d, J=8. 91Hz) 
*Mffl3 7 

5 - n -Zfn/1>X)l>7k-)l,- 2-n-Z/D EJIH' > K-;u 
#^3 6(DM (3 0 6mg) , 1 &£*»<b;fc U SATkiSfc ( 3 . 0m 
I) €ffll\T<M^3«fcP3«ft»tt£m*BWtt (1 1 Omg) 
NMR (CDC I,) 0<S: 1. 02-0. 9 2 (6H, m) , 1. 80-1. 7 
0 (4 H, m) , 2. 77 (2H, t, J=7. 33Hz), 3. 13-3. 0 
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4 (2 H, m) , 6. 37 (1H, s), 7. 40 (1H, d, J=8. 55H 
z) , 7. 61 (1 H, dd, J = 1. 71Hz, 8. 54Hz), 8. 10 
(1H. d. J=0. 98Hz). 8. 31 (1H, brs) 
H«50l3 9 

i- (4-4an'<> x M)i') - 5 - n -ynA>;*jU/fc— ju- 2 - n-yn 

&2hR3 7<Di£&Vi (1 1 omg) » 4-^pp^>y-r;u^pg k (8 0 u. 
i) . 6 0 a (2 omg) zm^xniimi tm&txtikrF&fj 

OBW«!l (1 1 7mg) 

NMR (CDC I j) 6ffl:1. 02-0. 9 2 (6H, m) , 1. 76-1. 6 
2 (4H, m), 2. 81 (2H, t, J = 7. 57Hz), 6. 61 (1H, 
s), 3. 15-3. 03 (2 H. m) , 7. 0 6 (1 H, d, J=8. 54H 
z), 7. 57-7. 45 (3H, m). 7. 76-7. 66 (3H, m). 
8. 0 9 (1 H, d, J = 1 . 4 6 H z) 
«MT#i3 8 

1- (1 - lyMy^lfc-fr-S-tT)^* 4 >V-)V- 2.-4)1) -1 

S M yyPtf;U75> (1 3 2mg) (Dr h^b KP7^>iS>S (0. 7 5m 
I) (CCCICT* n-y^'J^^A (1. 5 6M, ^-tf-ViSfc, 76 1m 
I) £»TU CO«S6«tl/5:»>ftfcpliaT1 -^VtfV^U/lx^-^^U^ 
>F--/U (3 0 Omg) ©rh7t KP7^>iS» (1 . 2 5ml) £iST 
UJ5£>fc£3 0#at#L/i:. <*6>IC. &j£>fc£- 7 8*CIC#*PU ->^P^*1f 
/> (1 1 7mg) €*BX.. «ttUfc#b£g£&*lCgiS£T£l7\ <*6fC3 
l&lfflflltfUfc. EJfc#£l&»E<fc7>t-$A7k;8#(c&(:K tftgx^UTttm 

u fc*«E»T**->$AT£8L a*, xnufc. »e>n^ 

82£*PP>M'A-'\*-y->a>e>lSI£IIU MfetHK^BtfJlfc (2 6 8mg, 
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6 8%) &&tto 

NMR (CDC I 3 ) 5fg : 1 . 1 - 1 . 4 (1 H, m) , 1 . 5 - 1 . 8(5 
H, m) , 1. 8-2. 0 (3H. m), 2. 3-2. 6 (1 H, m) , 2. 4 
5 (3H, s), 4. 66 (1H, s), 6. 65 (1H. s), 7. 14 (1 
H, dd. J = 2. 1Hz, 8. 8Hz), 7. 28 (1H, d, J=2. 1H 
z) , 7. 3-7. 6 (3H, m) , 7. 80 (2H, d. J=7. 6Hz) , 
7.8 9(1 H, d, J =8. 8H z) 
E I —MS m/z : 4 0 1 (M + ) 
#=%#I3 9 

1 S-*9-J\,?*~ 2- (>*p^Hz>-i -<< 

3 8 (D-ft^lfc (1. 6g) <b MbX>*;Mv>K (6 9mg) ©h;n 
>jS» (4 0ml) £ 1 iSIHiaaftU IS*n£{fc7>^£A*S&fC£(*h^X 

>:ftSIX^=4 : 1) £fflO#«U fcfefttttf) @ (1. 4g, 9 2 

%) 

NMR (CDC I 3 ) <5fiS:1. 6-1. 9 (4H. m), 2. 1-2. 6 (4 
H, m) , 2. 4 7 (3 H, s) , 5. 7 2 (1 H, m) , 6. 2 7 (1 H, 
s) . 7. 1-7. 5 (5H, m) . 7. 60 (2H, d, J=7. OHz) , 
8. 0 8(1 H, d, J =8. 9 Hz) 

1 -^>-V.>7.fo*—)l-5-*9>*)\,fc-)V-2- n^-fr>- 1 

*Mrfl!3 9<Dl*b£& (1 8 0mg) ©^PP*MiSiBi (4. 7ml) |C0*C 
ICT. ***PPift£S#BI (2 3 2mg) £AP*l3iSlCT3 OtttftttLfc. & 
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1>T. SJ^jS^ISlQKKTKJR^-hU^ATKiSJSlc^lt, ^PPTM'ATttmu 
fc. *pp*;UA«£6i£7)cT3fe#U «E»7ny-5A«. »fl. M&U 

y-jU=5 0 : 1) £fflOttttU Sfe»*tf)Bto1ftl (174mg. 90%) £ 

NMR (CDCI,) 6fit:1. 6-1. 9 (4H, m), 2. 2 1 (2H, 
m) , 2. 3 9 (2H, m) , 3. 0 7 (3H, s) , 5. 7 1 (1 H, m) . 

6. 46 (1H, s) . 7. 37 (2H. t, J=7. 8Hz), 7. 52 (1 

H, t, J = 7. 8Hz) , 7. 65 (2H. d, J =7. 6Hz), 7. 83 
(1H, dd. J = 1. 2Hz, 8. 9Hz), 8. 02 (1H, d, J = 

I. 2Hz) , 8. 91 (1H, d, J=8. 9Hz) 
#4*|4 1 

4 0 <D<£&%1 (1 5 0 m g ) <T>*<9 J -)V&Wl ( 3 . 6 m I ) lz 1 mfe 
TK&fbrt 'J^ATkiSifc (7 2 2 *t I ) £l)ll;t4l5IHJjI3ftU/i:. fcOT, £JE&K£ 

ausuTkfcfci*. ^pp^ATfflmufc. *pp*;i^»£££*"cist^u 

P7^77<f- (*PP*JUA : >*/-JU=2 0 : 1) £ffll^#*U Sfe 
«»*0[)SW«3 (75mg, 7 6%) 

NMR (CDCI,) tftt : 1 . 6-1 . 9 (4H, m), 2. 17 (2H, 
m) . 2. 46 (2H, m) , 3. 07 (3H, s) . 6. 23 (1H, 
bs), 6. 54 (1H. s). 7. 42 (1H. d. J =8. 6Hz). 

7. 67 (1H, dd. J = 1. 8Hz. 8. 6Hz). 8. 17 (1H. 
s) . 8. 5 0 (1 H, b s) 

3US0I4O 

1- (4--y)l*D^>^^lV) -5-**>XJ\r*—fr-2- (S/gP'Vfr 
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4 1 (Dit^m ( 5 0 m g ) ©-/^f^^ATS KiS» ( 1 . 8ml) 

ico'cict. fcmti-b'jOA d im g ) zmzm&Ti 5#mWL. <*£> 
4-7Jwa^WMP'jH (4 3m g ) ztmz. m&T&imnis 

fco 5£i££i&fa£fc7>t-2A7k}8&l;:&l:J\ h;bx>T»ajUfc. h;ux 

1 . : »Klf^= 1:1) £ffll*#*U &&M*.<DEmm 

(2 1 g. 3 0%) 

NMR (CDC I ,) 0fe:1. 2-1. 5 (4H, m), 1. 90 (2H, 
m), 2. 11 (2 H, m) , 3. 09 (3H, s). 5. 7 6 (1 H. m) . 
6. 64 (1H, s). 7. 12 (2H, t, J=8. 5Hz), 7. 59 (2 
H, m), 7. 79 (1H, dd, J = 1. 8Hz, 8. 64Hz), 7. 94 
(1H, d, J=8. 6Hz), 8. 20 (1H, d, J = 1. 8Hz) 
SMHH4 2 

1 -^>M>*)\>-fo-)l- 2 - HJ 7±AtX£=Jk= 5 -**to9-*<< > K- 

2k 

1 -*>it> 7,)\,*-)V- S-tJ-frJ-X-OP-fr (1. Og) (7)xh7t 
KP7^>iS>8E (3 Om I ) IZ- 7 8'CIZT. n -^^UU^A ( 1 . 6M, 
^*V>}&m, 2. 5ml)£»TU 1 5#&lC'\*tf;*3 L Jl'y>&MJ7$ 

k (i. 2 g ) zmx. seici 5 #&(c h y y^-j^>^ p y h (1. 34 

g) £iD*. £j£«£l3£T9 0#atl$Ufc. fi*Qi£<t7>t-£A7jc 

'J^PA^PTh^?^- ( / vMt> : #Kx^U= 1 0:1) Ttttt 
U &fe;4tt<E>@A<J& (1. 4 6g, 7 5%) Z'&fii. 
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NMR (CDCI,) 6m: 0. 89 (9H, t, J =7. 2Hz), 1. 0- 
1. 7 (18H, m), 2. 48 (3H, s). 6. 75 (1H. s), 7. 1 
3 (1H, d, J=8. 8Hz), 7. 3-7. 6 (3H, m), 7. 62 (2 
H. d, J = 7. 0Hz) . 7. 73 (1H. d. J=8. 8Hz) 
$Mttt4 3 

1 -^>M>7,)VM—)V- 2-7jl—)V- 5 -*±H&*4> K-JP 
<M|«4 2<0<fc^!I (1 2 0mg) , 3«><k^>tf> (7 0 0mg) <hv^n 
□ A7^At7h'j7i-^7^> (1 3 3mg) <DX*y -JUSSifc 
(1 2ml) £3SIWjt3ttUfc. SJ&Rfc-fc^'f h£ffllx««U &e>tl*:2i>& 

= 10:1) TttttU t»fe»tt(DBW«!l (9 9g, 50%) £3**:. 
NMR (CDC I 3 ) 6B : 2. 51 (3H, s), 6. 48 (1H, s), 7. 
2-7. 6 (1 2H. m) , 8. 22 (1H, d, J=8. 6Hz) 
3M*0«4 4 

i -i>-e>x)\,7\s— >v- 2-7x~;u-5->*>*;Mn-;^>k-;u 

#^014 3<0<fc^3 (9 0mg) *Jfll\ l?«6W 3 iHtR^^TMfeT^P 
77X<DI««I (8 5mg, 8 7%) 

NMR (CDCI,) dM: 3. 10 (3H, s), 6. 64 (1H, s) , 7. 
2-7. 6 (1 OH, m) , 7. 91 (1H, dd, J = 1. 6Hz, 7. 3H 
z), 8. 11 (1H, d, J = 1 . 6Hz), 8. 52 (1H, d. J=7. 
3Hz) 
&2ffl4 5 

2 -7i2Jl/- 5 -*4>XJl,fc-JU<< > K-;u 

*M*0<4 4 0Mfc^8 (8 0mg) £ffll\ 2116^ <hPfc<&£&Tafel»;fctf> 
aW«3 (4 9mg, 9 9%) 

NMR (CDCI,) tffi*: 3. 10 (3H, s), 6. 94 (1H, s), 7. 
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3-7. 6 (4H. m), 7. 6-7. 8 (3H, m), 8. 26 (1H, 
s) , 8. 7 5 (1 H, b s) 
££094 1 

1- (4-^aD^>^^M - 5 - * * >7JU/fc _ ;U- 2 - 7 t -jm V p 
^W4 5©ft^tSl (4 0mg) i4-^PQW-f^D'JH (3 9m 

g) &mms£m&<DijmT?m&7 : Ej\,7 7x<DBifty> (2 4m g , 4 

0%) 

NMR (CDCI,) 3. 12 (3H, s), 6. 89 (1H, s), 

7. 1-7. 4 (7H, m), 7. 51 (2H, d, J =8. 6Hz), 7. 8 
4 (1H, dd, J = l. 5Hz, 8. 8Hz) . 7. 92 (1H, d, J = 

8. 8Hz), 8. 29 (1H, d, J = 1 . 5Hz) 
##014 6 

2- (1 -^>i£>XJ^-Jl-5-^J^^-(>^-JU-2—()0) 

7izh> (7 6 7m 6 ) zmi\ mmmi tm&<oj}m-c&€iMXoBifiyj 

(2. 4 g, 5 0%) 

NMR (CDC I j) 8 4 (6H. s). 2. 46 (3H, s), 

4. 94 (1H. s), 6. 65 (1H, s), 7. 15 (1H, d. J=8. 

8Hz), 7. 2-7. 6 (4H, m) , 7. 82 (2H. d, J=8. OH 

z) . 7. 8 9 (1 H, d. J = 8. 8Hz) 

E I -MS m/z : 3 6 1 (M + ) 
##094 7 

#^4 l^b^I (8 5 8m g) £160^ <bEfc<0*&Tafet»;fc 

©Bfttt (9 7 7mg, 6 9%) 
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NMR (CDC I,) 6fe : 2. 2 4 (3H, s), 2. 48 (3H, s). 
5. 14 (1H, s), 5. 29 (1H. s), 6. 37 (1H, s), 7. 2 
-7. 5 (5H. m), 7. 65 (2H. d, J = 7. 6Hz). 8. 08 (1 
H, d, J =8. 6 H z) 
&3m4 8 

-Ik 

&mm4 7 0><t&to (8 2 5mg) £ffllV <MT0!)4 0 <tPI«<D^T«feift 
tfOitfjfc] (4 2 8mg, 4 9%) ^Slfc. 

NMR (CDC I ,) 6&l: 2. 25 (3H, s), 3. 07 (3H, s), 
5. 15 (1H, s), 5. 37 (1H, s), 6. 55 (1H, s), 7. 3 
-7. 6 (3H, m) , 7. 70 (2H, d, J=7. 6Hz) , 7. 85 (1 
H, dd, J = 1. 5Hz, 8. 6Hz), 8. 03 (1H, d, J = 1. 5H 
z) , 8. 3 6 (1 H, d, J =8. 6Hz) 
9 

2 — < v zfo 5-** y^yft-M yy--)V 

^4 8(Dt^9 (4 0 0mg) ###14 1 tM^^XB^Xh 

(2 4 9mg, 99%) £?!Jfc. 
NMR (CDCI,) «5ffl:2. 21 (3H, s), 3. 08 (3H, s), 
5. 19 (1H, s). 5. 40 (1H, s), 6. 66 (1H, s), 7. 4 
5 (1H, d, J=8. 5Hz) , 7. 71 (1H, d, J=8. 5Hz), 
8. 2 0 (1 H, s) . 8. 6 1 (1 H. b s) 

$Mffll4 9<Djfc^8! (2 3 0mg) 5 i^^TifeJt 
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)\,777,<0&$m (1 7 3mg, 4 7%) £fcfc 0 

NMR (CDC I,) dm : 1 . 95 (3H, s), 3. 09 (3H, s), 5. 
04 (1H, s), 5. 07 (1H, s), 6. 78 (1H. s), 7. 43 
(2H. d, J=8. 4Hz) , 7. 58 (2H, d, J = 8. 4Hz) , 7. 
7 8 (2H. m) , 8. 2 3 (1 H. s) 

COX-2%gMfflflS(pf£gg 

thCOX-2©cDNAULP SfiJJkt DN A^-f — (C L 

ONETECHtt) <fcU, 7=?-<7 • / W 7 'J y-f -fc?^ > 3 > (plaque 
hybrid izat ion) CJ;U £ □-- >^U pCOS-1 IC|§*£A, 
TpCOS-hCOX-2 £ft=£{ Ufc. pCOS-hCOX-2^CH OUHBSlC 
Xl^ KP?HU— >3>iiTh7>^7x^ hU. COX-2^q->2A 
1 2£&fc. 
5WMH2 

cox-2gtaigac 

C O X — 2 f&ftit U — *S 2 A 1 2£9 GTXTV-MCS 0 0 0/we I IT* 
4 8B$|HJig*&, we I I £Ha n k sjBrC;5fc3*U Hanks ifitlCiSfl? U 
fcS-ag^k^l^ttl^ 3 7tT3 0#H*«Lfc. 7^* K 
g1 0 uMttiZ&OlZiiQX. <*6(C3 OttlffligfcU lg*±;**© P G E 2 * 
SPGE2 El A+7h (CAYMANtt) T38^Ufc, COX-25S14 
(%) li. Hank s>8E£J}q*./i:we I I Tg£<**l/t: P G E 2 1 0 0%<{; 
UT, &we I l(DPGE2i^ai$U #fls£«SO I C 5 0tt£*ajUfc. 
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m 4 



<tt^5«*f I C so « (M) 



&mm2 4.0x10" 

£fi§fH3 6.0 X10" 7 

X1&0I4 4.0X10" 
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1 . H»5C ( 1 ) 




(1) 



M-^m. 7)\,*-)imwfim.*m 2-7 oitsifc u < ii#«3n*©7;u 
*>?-. 

CCT. m(2 0~3<Z>SSfc£i|:bU R '(i^StS l ~ 3 OlltiU li 
^ttl«tt<7)7^+^USTS*5nTOT «J:Uk&& 3-6 <D->* P7JU 

R 2 tt-SO ? -R CCTR s «KJ!l»l~3(OiS0[t)U<«5J-« 

si«<D7;wu«^at>-r. 

R 3 li. a&S£WUTlvTt>J:07'J-^S. «**S«LT(,vtt>«fcl\ 
'\xPJ»«£&fct". 

2. -HfiSC (1) CfeUT. R 2 ^>^>^;^-;u«X(ix^>x^7|x-;u«T 
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7)l*)V1i)Vi\t— Jim. 7)W—JVtototfimmiL 2-4 <0iS8lt> U < Itttt&ttR 
<07JU<r-Ji^v$>^7Ji<r-JitiJ^-Jim. 7)U*—)U»iMfi$tlKSk 2-4 
out u < izftmkK07)\>*-jir&-e&z>7)i>*-)\>*}jirtf-)i,m > £;t 

li. - (CH 2 ) m -R\ CCT. nm R 4 imR£mCm#£&t>t, T&V. 
TUTfc«fcl*7x— WftSSrfc LTlvCt>«fcUK*» 3 ~ 6 P7;U 

4. 2 -x^;u- 1 - (4-7;u^-p^>*/-f;w - 5 - p< * >*;m% - jm' > 

K-Jk 

1- (4-7;M-p^>iAOU) -5-^^>^;U7|v-;u-2-n-yptfyu-f 
>K-ik 

K-;k 
K-;k 
K-;k 
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"MM -- f>K-Jk 

Jk 

5->*>;*<U/*-;u- 1 - (4-- hp^>y>r;u) - 2 - n-ypt^uo 
K-;k 

K-;k 

1- (2, 4-v^pp^>y-r;u) -5-pt^>^;u7iv-;i,-2-n-ype 
jkOK-Jk 

1- (5-^^-2-70^) - 5->^>^;i//»v-;u- 2-n-7ne^ 
^ >K-Jk 

5 ->^>XJU/^-;b- 1 - (4-> h*>"<>y-OU) -2-n-^PtMM' 

>K-;k 

i- (6-^ppz3fy^^) -5-**>x;u*-ju-2-n-;/pt:;M' 

> K-Jk 

i- (4-x^;u^>y-r;p) - 5 - / ^ 2 - n - ^p > 
K-;k 

1- (S-yPt- 2-^PP^^JW - 5-*?>*Jl,ft-)lr- 2 - n - 
;/P eJM'VK-ik 

5 ->^>^JU/tc-;u- i - (4->^;i^*^>*y-f;w - 2 - n -yn tr;u 
-r>K-;k 

1-(2, 4, 6- hU^PP'Oy-f^) -5-^^>X^ZlJl/-2-n- 

yp trjkOK-Jk 

1 -*> % M )V- 5 -**>*;u*z:;k- 2- n-^p tf;k<> K-;k 
jkr>F-;k 
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i -->^p^+->;uyj;U/K-^- 5 ->^>x;U/tv— ;u- 2 - n -yp V)i,o(> 
K-;k 

1- (5-^PP- 2-^y^;U) -5-^^>^;U/|x-;U-2-n-yPtT^ 

1- (4-n-^PtM>y'f;i') -5-y^>7Wz;P-2-n-ype 
JM'VK-Jk 

1- (3, -5->^>WOl'-2-n-ypt 

1- (2, 3-y7^D'<>y'f;i/) - 5-**>X)\,fc-)l,- 2-n-^P 
tTJkOK-^k 

1- (3, 4-&&bqi> % MM -5-*-p>x)\,7k-j\,-2-n-zfn¥ 
;u^r>H-;k 

1- (2-^PP-4, 5-y7;WP^>^iW -5-j**>;uMn=;U- 

2- n-yp tr;i/^r>K-Jk 

1- (3, 5 — ^Pt'OV-OW -5-^^>^;U/tv-;P-2-n-yPt 

;u-c>K-;k 

1- (2, 3, 5- h'J^PP^W^) -5-^^>^;U/tv-;U-2-n- 

yp trjkfyK-Jk 

1- (2. 4, B-bV**fr«> % MM - S- )\,- 2- n- 

zfn e;w>K-;k 

1- (2, 6— I^PP'OlAOU) - 5-/^>X^-;U-2-n-^Pbf 

;u-f>H-;k 

i- (4-> b*~>-3-7Mn'<>y<<)l>) )\,- 2- 

n-yp tr;H->K-;k 
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-Jk 

1- (4-^PP^>y-f^) -5->*>*;MN-;p-2-n-^>3^M'> 
K-Jk 

1- (4-^pp^>V-O10 -2-n-^\+v;u-5->^>^;U7|N-;i/^> 

2 - 7u;u- 1 - (4-^pp^>y-r;p) - 5 - * y^uu* - > k - 
K-;k 

1- (4-^pp^>y-<;p) -5-n-yp/t>xjU/t^— ;u-2-n-ype 

Jkf^K-Jk 

1- (4-?;k*P^>V*;U-5-;**>;UM^l'-2- (*>^P^\+-fe> 

- 1 --tji>) --r>K-;k 

1- (4-^pp^>y-<;p) -5-pt^>x^-;u-2-7x-;i/'<>H-- 
;kfc.tr; 

i- (4-^pp^>y-f;u) - 5->^>x;ut|x-;1/- 2 — rv^p^— 

5. -tfit (2) 



H 
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TTjkZtlZitSVlt. -I6&L (3) 

R'COOH (3) 
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